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5 Self-emulsifying Formulations of Cholestervl Ester 

Transfer Protein Inhibitors 

Field Of The Invention 

This invention relates to encapsulated formulations of cholesterol ester transfer 
1 0 protein (CETP) inhibitors for use in mammals, especially humans, which for mulations 
, provide increased concentrations of CETP inhibitors for absorption, hence higher 

bioavailability. 

Background of the Invention 

1 5 CETP inhibitors, as a class, are characterized by high binding activity. Such 

CETP inhibitors are generally hydrophobic, however, with the consequence that they 
have extremely low aqueous solubility and have low oral bioavailability. Such 
compounds have generally proven to be difficult to formulate for oral administration 
such that high bioavailabilities are achieved. 

20 Atherosclerosis and its associated coronary artery disease (CAD) is the 

leading cause of death in the industrialized world. Despite attempts to modify 
secondary risk factors (smoking, obesity, lack of exercise) and treatment of 
dyslipidemia with dietary modification and drug therapy, coronary heart disease 
(CHD) remains the most common cause of death in the U.S., where cardiovascular 

25 disease accounts for 44% of all deaths, with 53% of these associated with 
atherosclerotic coronary heart disease. 

Risk for development of this condition has been shown to be strongly 
correlated with certain plasma lipid levels. While elevated LDL-cholesterol may be 
the most recognized form of dyslipidemia, it is by no means the only significant lipid- 

30 associated contributor to CHD. Low HDL-cholesterol is also a known risk factor for 
CHD (Gordon, D.J., et al. a : "High-density Lipoprotein Cholesterol and Cardiovascular 
Disease". Circulation, (1989), 79: 8-15). 

High LDL-cholesterol and triglyceride levels are positively correlated, while 
high levels of HDL-cholesterol are negatively correlated, with the risk for developing 

35 cardiovascular diseases. Thus, dyslipidemia is not a unitary risk profile for CHD but 
may be comprised of one or more lipid aberrations. 
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Among the many factors controlling plasma levels of these disease 
dependent principles, cholesteryl ester transfer protein (CETP) activity affects all 
three. The role of this 70,000 dalton plasma glycoprotein found in a number of 
animal species, including humans, is to transfer cholesteryl ester and triglyceride 

5 between lipoprotein particles, including high density lipoproteins (HDL), low density 
lipoproteins (LDL), very low density lipoproteins (VLDL), and chylomicrons. The net 
result of CETP activity is a lowering of HDL cholesterol and an increase in LDL « 
cholesterol. This effect on lipoprotein profile is believed to be pro-atherogenic, 
especially in subjects whose lipid profile constitutes an increased risk for CHD. 

10 No wholly satisfactory HDL-elevating therapies exist Niacin can significantly 

increase HDL, but has serious toleration issues that reduce compliance. Fibrates 
and the HMG CoA reductase inhibitors raise HDL-choIesterol only modestly (-10- 
12%). As a result, there is a significant unmet medical need for a well-tolerated 
agent that can significantly elevate plasma HDL levels, thereby reversing or slowing 

15 the progression of atherosclerosis. 

CETP inhibitors have been developed that inhibit CETP activity, and thus, if 
present in the blood, should result in higher HDL cholesterol levels and lower LDL 
cholesterol levels. To be effective, such CETP inhibitors must be absorbed into the 
blood. Oral dosing of CETP inhibitors is preferred because to be effective such CETP 

20 inhibitors must be taken on a regular basis, such as daily. Accordingly, it is preferred 
that patients be able to take CETP inhibitors by oral dosing rather than by injection. 

However, it has proven to be difficult to formulate CETP inhibitors for oral 
administration such that therapeutic blood levels are achieved. CETP inhibitors, in 
general, possess a number of characteristics that render them poorly bioavailable 

25 when dosed orally in a conventional manner. CETP inhibitors tend to be quite 
hydrophobic and extremely water insoluble, with solubility in aqueous solution of 
usually less than about 10 ^ig/ml and typically less than 1 ng/ml. Often the aqueous 
solubility of CETP inhibitors is less than 0.1 \iglml Indeed, the solubility of some 
CETP Inhibitors is so low that it is in fact difficult to measure. Accordingly, when 

30 CETP inhibitors are dosed orally, concentrations of CETP inhibitor in the aqueous 
environment of the gastrointestinal tract tend to be extremely low, resulting in poor 
absorption from the Gl tract to blood. The hydrophobicity of CETP inhibitors not only 
leads to low equilibrium aqueous solubility but also tends to make the drugs poorly 
wetting and slow to dissolve, further reduping their tendency to dissolve and be 
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absorbed from the gastrointestinal tract. This combination of characteristics has 
resulted in the bioavailability for orally dosed conventional crystalline or amorphous 
forms of CETP inhibitors generally to be quite low, often having absolute 
bioavailabilities of less than 1 %. 

5 Various attempts have been made to improve the aqueous concentration of 

CETP inhibitors, but generally have met with limited success. Conventional methods 
of formulation do not provide sufficient solubilities and thus poor oral bioavailabilities 
have been obtained. Pre-dissolving CETP inhibitors in hydrophilic solvents such as 
acetone or PEG followed by delivery as a solution have failed due to inadequate 

1 0 solubility in the solvent or precipitation upon dilution into the aqueous medium . 
Suspensions of crystalline drug do not provide sufficient concentrations of drug in 
solution due to very tow aqueous solubilities and therefore yield inadequate blood 
levels. 

One approach that has been disclosed to formulate CETP inhibitors is the 

15 formation of CETP solutions in lipids. Solutions in medium chain triglycerides have 
been of value either as oral solutions or encapsulated in softgels. However, the 
solubility (65 mg/mL or less) for some of the most potent and useful CETP inhibitors 
known to the inventors has limited the dose to 30 mg in a reasonable sized softgel. 
The efficacious dose is expected to be several multiples of this and therefore may 

20 require administration of more than 2 softgels per day. 

It has also been found that it is necessary to administer triglyceride solutions 
with food in order to achieve efficacious blood levels of CETP inhibitors. Food effects 
of 20-30x have been observed in man for some CETP inhibitors, with considerable 
variability between patients. The food effect is the ratio of plasma AUC values 

25 measured for administration of drug with a meal vs. administration in the fasted state. 
In addition, there is minimal CETP inhibition in the absence of food due to low fasted 
plasma exposure. As a result, labeling would need to indicate administration with 
food. This strong dependence of exposure on food could compromise the 
effectiveness of this medication In the treatment of atherosclerosis if there is a lade of 

30 compliance with labeling instructions. 

Therefore^ there remains a need to develop oral formulations of CETP 
inhibitors that would reduce the food effect substantially, primarily by improving fasted 
exposure, thereby minimizing patient-to-patient variability in clinical outcome. An 
Increase in the dose per capsule would also be a desirable improvement. 
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Lack of mixing between oil formulations and the aqueous environment of the 
Gl tract is known to lead to variable gastric emptying and thus variable absorption: 
A frequent means of increasing fasted bioavailability of hydrophobic drugs is to use 
a surfactant or combination of surfactants to produce an emulsion, which, if of 
5 sufficiently small particle size can lead to enhanced absorption of the drug. Lipid 
solutions containing surfactants that spontaneously form emulsions when mixed with 
an aqueous medium are referred to in the literature as self-emulsifying drug delivery 
systems (SEDDS) ( S, Charman, et al., Pharm Res., vol. 9, 87 (1992)). They are 
isotropic mixtures of oil, typically medium chain triglycerides, and non-ionic emulsifier 

10 that yield fine emulsions when gently mixed with aqueous fluid, such as in the 

stomach and intestine, and have the appropriate polarity for fast drug release (C. W. 
Pouton, Adv. Drug Deliv. Rev, vol. 25, 47 (1997); P.P. Constantinides, Pharm. Res., 
vol. 12, 1561 (1995); A. Humberstone and W. Charman, Adv. Drug Del. Rev., vol 25, 
103 (1997)). Early SEDDS were defined as forming an emulsion with particle size 

15 below 5 microns (S. Charman, et. al., Pharm Res., vol. 9, 87 (1992)) and utilized 
MIGLYOL® and a single surfactant, Tagat TO, which has an HLB (hydrophilic- 
lipophilic balance) of 10, to form a emulsion with a droplet size of 3 microns. Tagat 
is not available for human use as are other exciplents with the appropriate 
properties. 

20 Much of the effort in both the open and patent literature has been invested in 

formulations of cyclosporin. A formulation of cyclosporin that was found to increase 
bioavailability by in situ generation of an emulsion utilized long chain triglyceride, a 
polyglycolyzed glyceride, and ethanol and was marketed as Sandimmune® 
(Cavanak (Sandoz)). See US 4,388,307 (1983). This had the disadvantage of 

25 considerable variability in oral bioavailability and PK profile. Subsequently, a self- 
microemulsifying system was developed (Meinzer, (Sandoz) WO 93/20833; Ritschel, 
Clin. Transplant, vol. 10, 364 (1996)) using polyethoxylated hydrogenated castor oil 
(Cremophor* RH40), com oil mono-, di- and triglycerides, propylene glycol and 
ethanol. This softgel formulation, marketed as Neoral®, reduced variability in 

30 exposure and also reduced the moderate food effect (Mueller, Pharm . Res. vol 1 1 , 
151 (1994)). 

Lipophilic solvents have been used in place of ethanol or propylene glycol 
which will not migrate to the shell and affect shell integrity and/or volatilize and thus 
impact on the concentration in the fill and on solubility. Triacetin has been used as a 



WO 03/000295 PCMB02/01571 



lipophilic cosolvent for cyclosporin microemulsion preconcentrates with a long chain 
triglyceride and high HLB surfactant (Hong (Chong Kun Dang Corp.) WO 
99/000002). It has also been used alone and In a mixture with propylene glycol 
dicaprylate/dicaprate and a high HLB surfactant for ketoprofen and related anti- 

5 inflammatory acids (Shelley and Wei (Scherer) WO 95/31 979A). 

US 5,993,858 discloses the use of an oil, high HLB surfactant, cosurfactant 
and triacetin as cosolvent for self-emulsifying formulations of hydrophobic drugs. 
Propylene carbonate has also been used as a lipophilic solvent for cyclosporin self- 
emulsifying systems (Woo (Novartis) 

0 WO 97/48410 and US 5,958,876 (1999)). Use of ethyl lactate as a cosolvent 
for cyclosporin formulations, including clinical evaluation, has also been reported 
(WO 00/40219). 

Summary Of The Invention 

5 This invention provides pharmaceutical compositions that are liquid solutions, 

suspensions, and (oil-in-water) emulsions of CEtP inhibitors, said solutions being 
orally administrable. The solutions or dispersions may be administered, for example, 
as fill in encapsulated dosage forms such as hard or soft gelatin capsules. The CETP 
inhibitors can be dissolved or dispersed in a variety of lipophilic vehicles, as further 

0 described and discussed below, such as digestible oils, solvents and surfactants, 
including mixtures of any two or more of the aforementioned vehicles. 

Reference to a compositional component such as a "digestible oil", to a 
"surfactant" and so forth, shall be understood as including mixtures of such 
components such as mixtures of digestible oils and surfactants. 

5 In a first embodiment, the CETP inhibitor is dissolved or dispersed in a 

digestible oil such as a medium chain triglyceride oil or a mixture of digestible oils. 

In a second embodiment, the CETP inhibitor is dissolved or dispersed in a 
digestible oil with one- or more high HLB surfactants. The aforementioned solution or 
dispersion containing a high HLB surfactant or surfactant mixture may optionally 

0 contain one or more low HLB surfactants. 

In a third embodiment, the CETP inhibitor is dissolved in a pharmaceutical^ 
acceptable lipophilic solvent optionally containing a digestible oil or digestible oil 
mixture. The CETP inhibitor solvent solution or dispersion or solvent/digestible oil 
solution or dispersion may optionally contain one or more high HLB surfactants and/or 
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one or more low HLB surfactants. 

The presence of one or more surfactants can, upon contacting the 
pharmaceutical composition with water, yield an emulsion that is either preformed by 
mixing with an aqueous phase or that is generated in vivo by contacting the aqueous 
5 fluids of the gastrointestinal tract Formation of an emulsion can improve fasted 
bioavailability and thus reduce the food effect in man (i.e., the effect of food upon 
absorption and/or bioavailability of a drug). It can also allow the oil to be consumed as 
a beverage in addition to being administered in capsules. Use of surfactants to 
provide an emulsjon can also be of value for increasing exposures in toxicology 

10 species. Combination of a digestible oil with a cosolvent can have the advantage of 
higher solubility and thus a higher dose in a given volume of formulation than is 
obtainable with the digestible oil alone. It is advantageous for bioavailability to have 
the entire dose dissolved. The presence of a third component in any of the above 
embodiments may also improve miscibility between the first two components. 

1 5 Thus, in a first embodiment, the invention provides an orally administrate 
pharmaceutical composition comprising a CETP inhibitor and a lipophilic vehicle 
selected from a digestible oil, a lipophilic solvent (also referred to herein as a 
"cosolvenf, whether or not another solvent is in fact present), a lipophilic surfactant, 
and mixtures of any two or more thereof. Prefenred embodiments include a CETP 

20 inhibitor and: (1 ) the combination of a pharmaceutical^ acceptable digestible oil and a 
surfactant; (2) the combination of a pharmaceutical^ acceptable digestible oil and a 
lipophilic solvent which is miscible therewith; and (3) the combination of a 
pharmaceutical^ acceptable digestible oil, a lipophilic solvent, and a surfactant. 

In a particularly preferred embodiment, the invention provides a composition of 

25 matter for increasing the oral bioavailability of a CETP. inhibitor. The composition 
comprises: 

1. a CETP inhibitor; 

2. a cosolvent; 

3. a surfactant having an HLB of from 1 to not more than 8; 
30 4. a surfactant having an HLB of over 8 up to 20; and 

5. optionally, a digestible oil. 



WO 03/000295 PCT7IB02/01571 



-7- 



ln such formulations, all of the excipients are pharmaceutical^ 
acceptable. The above composition Is sometimes referred to herein as a "pre- 
concentrate 0 , in reference to its function of forming a stable emulsion when gently 
5 mixed with water or other aqueous medium, usually gastrointestinal fluids. It is also 
referred to herein as a "fill", referring to its utility as a fill for a softgel capsule. 

Reference herein is frequently made to a softgel as a preferred dosage form 
for use with this invention, "softger being an abbreviation for soft gelatin capsules. It is 
understood that when reference is made to the term "softger alone, it shall be 
1 0 understood that the invention applies equally to all types of gelatin and non-gelatin 
capsules, regardless of hardness, softness, and so forth. 

A cosolvent means a solvent in which the CETP inhibitor of interest is highly 
soluble, having, for any given CETP inhibitor, a solubility of at least 150 mg/mL 
As noted above, and as discussed further below, a digestible oil can form a part 
15 of the pre-concentrate. If no other component of the pre-concentrate is capable of 
functioning as an emulsifiable oily phase, a digestible oil can be included as the oil 
which acts as a solvent for the CETP inhibitor and which disperses to form the 
(emulsifiable) oil droplet phase once the pre-concentrate has been added to water. 
Some surfactants can serve a dual function, however, i.e., that of acting as a 
20 surfactant and also as a solvent and an oily vehicle for forming an oil-in-water 

emulsion. In the event such a surfactant is employed, and, depending on the amount 
used, a digestible oil may be required in less of an amount, or not required at all. 
The pre-concentrate can be self-emulsifying or setf-microemulsifying. 
The term "self-emulsifying 0 refers to a formulation which, when diluted by a 
25 factor of at least 1 00 by water or other aqueous medium and gently mixed, yields an 
opaque, stable oil/water emulsion with a mean droplet diameter less than about 5 
microns, but greater than 100 nm, and which is generally polydisperee. Such an 
emulsion is stable for at least several (i.e., for at least 6) hours, meaning there is no 
visibly detectable phase separation and that there is no visibly detectable 
30 crystallization of CETP inhibitor. 

The term "self-mlcroemulsifying 0 refers to a pre-concentrate which, upon at 
least 100 x dilution with an aqueous medium and gentle mixing, yields a non-opaque, 
stable oil/water emulsion with an average droplet size of about 1 micron or less, said 
average particle size preferably being less than 100 nm. The particle size is primarily 
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unimodal. Most preferably the emulsion is transparent and has a unimodal particle 
size distribution with a mean diameter less than 50 nm as determined, for example, by 
dynamic light scattering. The microemulsion is thermodynamically stable and without 
any indication of crystallization of CETP inhibitor. 
5 "Gentle mixing" as used above is understood in the art to refer to the formation 

of an emulsion by gentle hand (or machine) mixing, such as by repeated inversions on 
a standard laboratory mixing machine. High shear mixing is not required to form the 
emulsion. Such pre-concentrates generally emulsify nearly spontaneously when 
introduced into the human (or other animal) gastrointestinal tract 
1 0 The term tt CETP inhibitor" implies any such compound that is sparingly or 

poorly water soluble. Generally, and as mentioned above, such compounds exhibit 
an aqueous solubility (e.g., in water) of less than about 10 yg/mL measured at about 
22°C and at a physiologically relevant pH of from 1 through 8. 

Combinations of 2 surfactants, one being a low HLB surfactant with an HLB of 
15 1 to 8, the other being a high HLB surfactant with a higher HLB of over 8 to 20, 
preferably 9 to 20, can be employed to create the right conditions for efficient 
emulsification. The HLB, an acronym for "hydrophobic-lipophilic balance", is a rating 
scale which can range from 1-20 for non-ionic surfactants. The higher the HLB, the 
more hydrophilic the surfactant. Hydrophilic surfactants (HLB ca. 8 -20), when used 
20 alone, provide fine emulsions which are, advantageously, more likely to empty 

uniformly from the stomach and provide a much higher surface area for absorption. 
Disadvantageous^, however, limited miscibility of such high HLB surfactants with oils 
y can limit their effectiveness, and thus a low HLB, lipophilic surfactant (HLB ca. 1 -8) is 
also included. This combination of surfactants can also provide superior 
25 emulsification. A combination of a medium chain triglyceride (such as Miglyol® 812), 
Polysorbate 80 (HLB 1 5) and medium chain mono/diglycerides (Capmul® MCM, HLB 
=6) was found to be as efficient as MiglyoP 812 and a surfactant with an HLB of 10 
(Labrafac* CM). N.H. Shah et al. Int J. Pharm., vol 106, 15 (1994). The advantages 
' of using combinations of high and low HLB surfactants for self-emulsifying systems, 
30 including promotion of lipolysis, have been demonstrated by Lacy, US 6,096,338. 
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Detailed Description 

Suitable digestible oils, which can be used alone as the vehicle or in a vehicle 
which includes a digestible oil as part of a mixture, include medium chain triglycerides 
(MCT, C6-C12) and long chain triglycerides (LCT, C14-C20) and mixtures of mono-, 

5 dh and triglycerides, or lipophilic derivatives of fatty acids such as esters with alkyl 
alcohols. Examples of preferred MCTs include fractionated coconut oils, such as 
Miglyol® 812 which is a 56% caprylic (C8) and 36% capric (C10) triglyceride, Miglyol® 
810 (68% C8 and 28% C10), Neobee® M5, Captex® 300, Captex® 355, and 
Crodamol® GTCC. The Miglyols are supplied by Condea Vista Inc. (Huls), Neobee® 

1 0 by Stepan Europe, Voreppe, France, Captex® by Abitec Corp., and Crodamol® by 
Croda Corp. Examples of LCTs include vegetable oils such as soybean, safflower, 
com, olive, cottonseed, arachis, sunflowerseed, palm, or rapeseed. Examples of fatty 
acid esters of alkyl alcohols include ethyl oleate and glyceryl monooleate. Of the 
digestible oils MCTs are preferred, and Miglyol® 812 is most preferred. 

1 5 The vehicle may also be a pharmaceutically acceptable solvent, for use alone, 

or as a cosolvent in a mixture. Suitable solvents include any solvent that is used to 
increase solubility of the CETP inhibitor in the formulation in order to allow delivery of 
the desired dose per dosing unit It is not generally possible to predict the solubility of 
CETP inhibitors in the individual solvents, but such can be easily determined by 'trial 

20 runs". Suitable solvents include triacetin (1 ,2,3-propanetriyl triacetate or glyceryl 

triacetate available from Eastman Chemical Corp.) or other polyol esters of fatty adds, 
trialkyl citrate esters, propylene carbonate, dimethylisosorbide, ethyl lactate, N-methyl 
pyrrolidones, transcutol, glycofurol, peppermint oil, 1,2- propylene glycol, ethanol, and 
polyethylene glycols. Preferred as solvents are triacetin, propylene carbonate 

25 (Huntsman Corp.), transcutol (Gattefosse), ethyl lactate (Purac, Lincolnshire, NE) and 
dimethylisosorbide (sold under the registered trademark ARLASOLVE DMI, ICI 
Americas). A hydrophilic solvent is more likely to migrate to the capsule shell and 
soften the shell, and, if volatile, its concentration in the composition can be reduced, 
but with a potential negative impact on active component (CETP inhibitor) solubility. 

30 More preferred are the lipophilic solvents triacetin, ethyl lactate and propylene 
carbonate. Most preferred is triacetin. 

Hydrophilic surfactants having an HLB of 8-20, preferably having an HLB 
greater than 1 0, are particularly effective at reducing emulsion droplet particle size. 
Suitable choices include nonionic surfactants such as polyoxyethylene 20 sorbitan 
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monooleate, polysorbate 80, sold under the trademark TWEEN 80, available 
commercially from ICI; polyoxyethylene 20 sorbitan monolaurate (Polysorbate 20, 
TWEEN 20); polyethylene (40 or 60) hydrogenated castor oil (available under the 
registered trademarks CREMOPHOR® RH40 and RH60 from BASF); polyoxyethylene 
5 (35) castor oil (CREMOPHOR® EL); polyethylene (60) hydrogenated castor oil 
(Nikkol® HCO-60); alpha tocopheryl polyethylene glycol 1000 succinate (Vitamin E 
TPGS); glyceryl PEG 8 caprylate/caprate (available commercially under the registered 
trademark LABRASOL® from Gattefosse); PEG 32 glyceryl laurate (sold commercially 
under the registered trademark GELUCIRE® 44/14 by Gattefosse), polyoxyethylene 
1 0 fatty acid esters (availble commercially under the registered trademark MYRJ from 
ICI), polyoxyethylene fatty acid ethers (available commercially under the registered 
trademark BRIJ from ICI). Preferred are Polysorbate 80, CREMOPHOR® RH40 
(BASF), and Vitamin E TPGS (Eastman). Most preferred are Polysorbate 80 and 
CREMOPHOR® RH40. 
15 Lipophilic surfactants having an HLB of less than 8 are useful for achieving a 

balance of polarity to provide a stable emulsion, and have also been used to reverse 
the lipolysis inhibitory effect of hydrophilic surfactants. Suitable lipophilic surfactants 
include mono and diglycerides of capric and caprylic add under the following 
registered trademarks: Capmul® MCM, MCM 8, and MCM 10, available commercially 
20 from Abitec; and Imwitor® 988, 742 or 308, available commercially from Condea Vista; 
polyoxyethylene 6 apricot kernel oil, available under the registered trademark Labrafil® 
M 1944 CS from Gattefosse; polyoxyethylene corn oil, available commercially as 
Labrafil® M 2125; propylene glycol monolaurate, available commercially as 
Lauroglycol from Gattefosse; propylene glycol dicaprylate/caprate available 
25 commercially as Captex® 200 from Abitec or Miglyol® 840 from Condea Vista, 

polyglyceryl oleate available commercially as Plural oleique from Gattefosse, sorbitan 
esters of fatty adds (e.g. Span® 20, Crill® 1, Crilf* 4, available commercially from ICI 
and Croda), and glyceryl monooleate (Maisine, Peceol). Preferred from this class are 
Capmul® MCM (Abitec Corp.) and Labrafil® M1944 CS (Gattefosse). Most preferred 
30 is Capmul® MCM. 

In addition to the main liquid formulation ingredients previously noted, other 
stabilizing additives, as conventionally known in the art of softgel formulation, can be 
introduced to the fill as needed, usually in relatively small quantities, such as 
antioxidants (BHA, BHT, tocopherol, propyl gallate, etc.) and other preservatives such 
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as benzyl alcohol or parabens. 

The composition can be formulated as a fill encapsulated in a soft gelatin 
capsule, a hard gelatin capsule with an appropriate seal, a non-gelatin capsule such 
as a hydroxypropyl methyloeliulose capsule or an oral liquid or emulsion by methods 
5 commonly employed in the art The fill Is prepared by mixing the excipients and CETP 
inhibitor with heating if required. 

The ratio of CETP inhibitor, digestible oil, cosolvent, and surfactants depends 
upon the efficiency of emulsification and the solubility, and the solubility depends on 
the dose per capsule that is desired. A self-emulsifying formulation is generally useful 

10 if the primary goals are to deliver a high dose per softgel (at least 60 mg) with, 

generally, a much lower food effect than with an oil solution atone. In general, softgel 
preconcentrates having solubilities of CETP inhibitor of at least 140 mg/mL in the 
preconcentrate, and thus requiring higher amounts of cosolvent and lower levels of 
surfactants and oil, are preferred. 

15 In general, the following ranges, in weight percent, of the components for a 

self-emulsifying formulation of CETP inhibitors are: 

1 - 50 % CETP inhibitor 
5-60 % cosolvent 
20 5 - 75 % high HLB surfactant 

5-75 % low HLB surfactant 

Preferred ranges which have advantageously low food effects include those stated 
immediately below: 
25 1-33% CETP inhibitor 

0 - 30 % digestible oil 

15 -55% cosolvent 

5 - 40 % high HLB surfactant 

1 0 - 50 % low HLB surfactant 



30 



More preferred ranges include 
1 - 25 % CETP inhibitor 
10 -25% digestible oil 
20 - 35 % cosolvent 
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1 0 - 30 % high HLB surfactant 
15-35 % low HLB surfactant 

If a specific goal is a minimal food effect, then a self-microemulsifying 
5 formulation is advantageous. Such formulations generally require relatively high 
levels of surfactants and a reduced amount of cosolvent These formulations can, 
however, result in lower solubilities and, accordingly, a lower dose per capsule. 
These formulations have been found to increase fasted exposure. 

General ranges, in weight percent, for the components for a self- 
,1 0 microemulsifying formulation of CETP inhibitors are 

1- 40% CETP inhibitor ' 
5 -65% digestible oil 
5-60 % cosolvent 
10-75 % high HLB surfactant 
15 5 - 75 % low HLB surfactant 

Preferred ranges include those which follow 
1-20% CETP inhibitor 
5 -30% digestible oil 
5-45 % cosolvent 
20 v 30 -55%, high HLB surfactant 
10-40 %, low HLB surfactant 



Specific examples of preferred formulations include: 
A composition comprising 
25 a compound which is [2R.4S] 4-[(3,5-bis-trifluoromethyl-ben2yl)- 

methoxycarbonyl-amino^-ethyl-6^ 

carboxylic acid ethyl ester; or a compound which is 12R,4S] 4-[acetyl-(3,5-bis- 
trifluoromethyl-benzyl)-am 

carboxylic acid isopropyl ester, or a compound which is [2R, 4S] 4-[(3,5-Bis- 
30 trifluoromethyl-benzyl)-meta 

dihydro2H-quinoline-1 -carboxylic acid isopropyl ester 

a cosolvent; 

a high HLB surfactant; 

a low HLB surfactant, and 
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optionally, a digestible oil. 
A more preferred composition is that noted immediately above, wherein 
said cosolvent Is triacetin or ethyl lactate; 

said high HLB surfactant comprises polysorbate 80 or a polyethylene 
5 hydrogenated castor oil; 

said low HLB surfactant comprises a mixture of mono- and diglycerides of 
capric and caprylic adds; 

said digestible oil comprises a medium chain triglyceride, wherein each of the 
three hydrocarbon chains therein is predominantly C6-C12. 

10 

A more specific preferred composition is that noted immediately above, which 
comprises, by weight: 

5 -25% of said CETP inhibitor, 
10-25% of said digestible oil; 
1 5 20-35% of said cosolvent: 

10-35% of said high HLB surfactant and 
10-35% of said low HLB surfactant; 



A still more specific preferred embodiment is that noted immediately above which 
20 comprises, by weight: 

8-12% of [2R.4S] 4-[(3,5-bis-trifluorometh^ 
ethyl-6-trifluoromethyl-3,4-d^ acid ethyl ester 

10-20% of said digestible oil; 
25-35% of said cosolvent which comprises triacetin: 
25 10-30% of said high HLB surfactant which comprises polysorbate 80; and 

15-35% of said low HLB surfactant which comprises a mixture of medium chain 
mono- and di-glycerides. 



Another still more specific preferred embodiment is one, which comprises, by weight 
30 8-1 2% of [2R,4S] 4-tacetyl-(3,5-bis-trifluoromethyl-ben2yl)-amino]-2-ethyl-6- 

trifluoromethyl-3,4-dihydro-2H<juinoline-1-carboxylic acid isopropyl ester, 

10-20% of said digestible oil; 

25-35% of said cosolvent which comprises triacetin; 
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I 

10-30% of said high HLB surfactant which comprises a polyethylene (40) 
hydrogenated castor oil; 

15-35% of said low HLB surfactant, which comprises a mixture of medium 
chain mono- and di-glycerides. 

5 

Another still more specific preferred embodiment is one which comprises, by weight 

8-25% of [2R, 4S] 4-[(3,5-Bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]- 
2-ethyl-6-trifIuoromethyl-3,4<li^^ acid isopropyl ester; 

10-25% of digestible oil; 
1 0 20-35% of said cosolvent which comprises triacetin; 

10-30% of said high HLB surfactant which comprises polysorbate 80; and 

1 5-35% of said low HLB surfactant which comprises a mixture of medium chain 
mono- and di-glycerides. 

As Indicated by the broadest range above, the digestible oil may be optionally 
1 5 omitted in order to further increase the amount of cosolvent and, therefore, solubility 
of the CETP inhibitor in the pre-concentrate. 

In addition to the main softgel capsule ingredients previously noted, other 
stabilizing additives, as conventionally known in the art of softgel formulation, can be 
introduced to the fill as needed, usually in relatively small quantities, such as 
20 antioxidants (BHA, BHT, tocopherol, propyl gallate, etc.) and other preservatives such 
as benzyl alcohol or parabens. | 

The composition can be formulated as a fill encapsulated in a soft gelatin 
capsule, a hard gelatin capsule with an appropriate seal, a non-gelatin capsule such 
as a hydroxypropyl methyicellulose capsule or an oral liquid or emulsion by methods 
25 commonly employed In the art. The fill is prepared by mixing the excipients and CETP 
inhibitor with heating if required. 

Preferred embodiments comprise a CETP inhibitor with: 
30 (a) solubility less than 1 0 jig/ml; 

(b) c log P greater than 5; and/or 

(c) dose greater than 10 mg, preferably at least 30 mg. 
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The invention is not limited by any particular structure or group of CETP 
inhibitors. Rather, the invention has general applicability to CETP inhibitors as a class, 
the class tending to be composed of compounds having low solubility. Compounds 
which may be the subject of the invention may be found in a number of patents and 
5 published applications, including DE 19741400 A1 ; DE 19741399 A1 ; WO 9914215 
A1; W09914174; DE 19709125 A1; DE 19704244 A1; DE 19704243 A1; EP 
818448 A1; WO 9804528 A2; DE 19627431 A1; DE 19627430 A1; DE 19627419 
A1; EP 796846 A1; DE 19832159; DE 818197; DE 19741051; WO 9941237 A1; 
WO 9914204 A1; WO 9835937 A1; JP 1 1049743; WO 200018721 ; WO 
10 200018723; WO 200018724; WO 200017164; WO 200017165; WO 200017166; 
EP 992496; and EP 987251 , all of which are hereby incorporated by reference in their 
entirety. 

Oral delivery of many CETP inhibitors is particularly difficult because their 
,-aqueous solubility is usually extremely low, typically being less than 2 //g/ml, often 

1 5 being less than 0. 1 //g/ml. Such low solubilities are a direct consequence of the 

particular structural characteristics of species that bind to CETP and thus act as CETP 
inhibitors. This low solubility is primarily due to the hydrophobic nature of CETP 
inhibitors. Log P; defined as the base 10 logarithm of the ratio of the drug 
concentration in octanol to the drug concentration in water in a partitioning experiment, 

20 is a widely accepted measure of hydrophobicity. In general, Log P values for CETP 
inhibitors are greater than 4 and are often greater than 5 to 7. This property may also 
be calculated from the structure of the molecule and is designated "cLog P.". The 
calculation of cLog P values from chemical structures is given in Leo, A.J.; 
"Calculating log P from structures", Chem. Rev. 1993, 93, 1281. Thus, the 

25 hydrophobic and insoluble nature of CETP inhibitors as a class pose a particular 
challenge for oral delivery. Achieving therapeutic drug levels in the blood by oral 
dosing of practical quantities of drug generally requires a large enhancement in drug 
concentrations in the gastrointestinal fluid and a resulting large enhancement in 
bioavailability. 

30 The formulations of this invention will be administered in such an amount that 

an effective dose of the CETP inhibitor of interest is administered to the patient. The 
amount of CETP inhibitor will generally be known or determined by the attending 
physician. Thus the amount or volume of preconcentrate administered will be 
determined by the amount of CETP inhibitor prescribed and/or otherwise desired as a 
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dose and the solubility of the CETP in the preconcentrate. In general, an effective 
dose for most CETP inhibitors is in the range of from 5 to 500 mg, preferably 10-300 
mg, more preferablly 10-200 mg per day, in single or divided doses. The compositions 
of the invention are pre-conoentrates for emulsification which are generally 
5 administered orally, in soft or hard gelatin capsules, gelatin encapsulation technology 
being well known to the pharmaceutical arts. Such pre-concentrates can also be 
administered In aqueous oral emulsions by adding the pre-concentrate to water or 
other aqueous liquid (e.g., soda). They can be mixed with an aqueous liquid and sold 
as pre-fonmed emulsions, or added to food such as ice cream. 
1 0 Turning now to the chemical structures of specific CETP inhibitors, one class of 

CETP inhibitors that finds utility with the present invention consists of oxy substituted 
4-carboxyamino-2-methyH,2,3 f 4-tetrahydroquino!ines having the Formula I 




R|-8 R m 

15 

Formula I 

and pharmaceutical^ acceptable salts, enantiomers, or stereoisomers of said 
compounds; 

wherein Rm is hydrogen, Y !t WpXj, W p Yi; 

20 wherein Wj is a carbonyl, thiocarbonyl, suifmyl or sulfonyl; \ 
X, is -O-Yi, -S-Y,, -N(H)-Y, or -H-fyfo 

wherein Y| ,for each occurrence is independently Z| or a fully saturated, partially 
unsaturated or fully unsaturated one to ten membered straight or branched carbon 
chain wherein the carbons, other than the connecting carbon, may optionally be 

25 replaced with one or two heteroatoms selected independently from oxygen, sutfur and 
nitrogen and said cartoon is optionally mono-, di- or tri-substituted independently with 
halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with oxo, said sulfur is optionally mono- or di-substituted with oxo, 
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said nitrogen is optionally mono-, or di-substituted with oxo, and said carbon chain is 
optionally mono-substituted with Zj; 

wherein Z» is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected independently 
5 from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
independently, optionally having one to four heteroatoms selected independently from 
nitrogen, sulfur and oxygen; 

wherein said Z| substituent is optionally mono-, di- or tri-substituted 

1 0 independently with halo, (d-QOalkenyl, (d-C 6 ) alkyl, hydroxy, (d-Ce)alkoxy, (d- 

C 4 )alkylthio, amino, nitro, cyano, oxo, carboxyl, (d-Ce)alkyloxycarbonyl, mono-N- or di- 
N,N-(Ci-Ce)alkylamino wherein said (d-C 6 )alkyl substituent is optionally mono-, di- or 
tri-substituted independently with halo, hydroxy, (d-CsJalkoxy, (d^Jalkylthio, amino, 
nitro, cyano, oxo, carboxyl, (d-d)alkyloxycarbonyi, mono-N- or di-N,N-{d- 

1 5 d)alky!amino, said (d-Ce)alkyl substituent is also optionally substituted with from one 
to nine fluorines; 
Rw is hydrogen or Q,; 

wherein Q, is a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 

20 connecting carbon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and 

25 said carbon chain is optionally mono-substituted with V,; 

wherein V| is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected independently 
from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 

30 independently, optionally having one to four heteroatoms selected independently from 
nitrogen, sulfur and oxygen; 

wherein said V| substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (C r C 6 )alkyl, (d-QOalkenyl, hydroxy, (d-C 6 )alkoxy, (d- 
d)a!kylthio, amino, nitro, cyano, oxo, carbamoyl, mono-N- or di-N,N-(d-C 6 ) 
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alkylcarbamoyl, carboxyl, (C,-C6)alkyloxycarbonyl, mono-N- or di-N,N-(Ci- 
Ca)alkylamino wherein said (Ci-Ce)alkyl or (CVCeJalkenyl substituent is optionally 
mono-, di- or tri-substituted independently with hydroxy, (Ci-C 6 )alkoxy, (d-C^Ikytthio, 
amino, nitro, cyano, oxo, carboxyl, (CrC 6 )alkyloxycarbonyl, mono-N- or di-N,N-<Ci- 
5 C 6 )alkylamino, said (Ci-C 6 )alkyl or (Cz-C 6 )alkenyl substituents are also optionally 
substituted with from one to nine fluorines; 
RuisQm orV M 

wherein Q M is a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 

1 0 connecting carbon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carton is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and 

1 5 said carbon chain is optionally mono-substituted with 
V M ; 

wherein V M is a partially saturated, fully saturated or fully unsaturated three to 
six membered ring optionally having one to two heteroatoms selected independently 
from oxygen, sulfur and nitrogen; 

20 wherein said V M substituent is optionally mono-, di-, trh or tetra-substituted 

independently with halo, (Ci-Cejalkyl, (Ci-Ce)alkoxy, amino, nitro, cyano, (C r 
C 6 )aIkyloxycarbonyl, mono-N- or di-N,N-(C 1 -C 6 )aIkylamino wherein said (d-Ce)alkyl 
substituent is optionally mono-substituted with oxo, said (d-Ce)alkyl substituent is also 
optionally substituted with from one to nine fluorines; 

25 wherein either Ri* must contain V, or Rw must contain V M ; and 

R^s , Ruj , R^and R« are each independently hydrogen, hydroxy or oxy wherein said 
oxy is substituted with T» or a partially saturated, fully saturated or fully unsaturated one 
to twelve membered straight or branched carbon chain wherein the carbons, other 
than the connecting carbon, may optionally be replaced with one or two heteroatoms 

30 selected independently from oxygen, sulfur and nitrogen and said carbon is optionally 
mono-, di- or tri-substituted independently with halo, jsaid carbon is optionally mono- 
substituted with hydroxy, said carbon is optionally mono-substituted with oxo, said 
sulfur is optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or 
di-substituted with oxo, and said carbon chain is optionally mono-substituted with Ti; 
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wherein T| is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected independently 
from oxygen, sulfur and nitrogen, or a tricyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
5 independently, optionally having one to four heteroatoms selected independently from 
nitrogen, sulfur and oxygen; 

wherein said T| substituent is optionally mono-, di- or tri-substituted 
independently with halo. (Ct-QOalkyl, (QrCeJalkenyl, hydroxy, (Ci-Ce)alkoxy, (Cr 
C 4 )aIkylthio, amino, nitno, cyano, oxo, carboxy, (C r C 6 )alkyloxycarbonyl, mono-N- or di- 
10 N^N-tC^-CeJalkylamino wherein said (C r C 6 )alkyl substituent is optionally mono-, di- or 
tri-substituted independently with hydroxy, (CrQOalkoxy, (d-C^alkylthio, amino, nitro, 
cyano, oxo, carboxy, (Ci^alkyloxycarbonyl, mono^-ordi-N.N-Cd-CeJalkylamino, 
said (Ci-Cejalkyl substituent is also optionally substituted with from one to nine 
fluorines. 

1 5 Compounds of Formula I are disclosed in commonly assigned pending U.S. 

Patent Application Serial No. 09/390,731, the complete disclosure of which is herein 
incorporated by reference. 

In a preferred embodiment, the CETP inhibitor is selected from one of the 
following compounds of Formula I: 

20 

[2R,4S] 4-[(3,5^ic^loro^ 

dihydro-2H-quinoline-1-carboxylic acid ethyl ester; 

[2R,4S] 4-[(3,5<linitro-^ 
25 dihydro-2H<iuinoline-1-carboxylic acid ethyl ester; 

[2R,4S] 4-[(2,6Kiichlorchpyri 

methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester; 

30 [2R.4S] 4-[(3 f 5-bis-trffluoronre^ 

methyl-3 f 4<lihydro-2H-quinoline-1-carboxylic add ethyl ester, 

[2R,4S] 4-[(3,5-bis-trifluoromett^ 

methyl-3,4-dihydro-2H-quinoline-1-carboxylic add ethyl ester, 

35 

[2R,4S] 4-[(3,5-bis-trifluoromett^ 

methyt-3,4-dihydro-2H-quinoline-1-carboxylic add ethyl ester, 

[2R.4S] 4-[(3,5-bis-trifluorome^ 
40 methy I-3, 4-dihydro-2H-quinoline-1 -carboxylic add isopropyl ester; 
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[2R,4S] 4-l(3,5^is-trifluoromethy^^ 

methy!-3,4KiihydiT^ acid ethyl ester; 

[2R.4S] 4-[(3,5-bis-trifIuorometh^^ 
5 methyW,4^ihydro-2H-quinoline-1 -carboxylic acid 2,2,2-trifIuoro-ethylesten 

[2R,4S] 4-f(3,54>is-trifluoro^ 

methyl-3,4-dihydro-2H-<iuinoIine-1 -carboxylic add propyl ester, 

1 0 [2R.4SJ 4-[(3,5-bis-trifluoromethyl-benz^ 

methyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid tert-butyl ester; 

[2R.4S] 4-[(3,5-bis-trifluoromett^ 

trifluoromethoxy-3 f 4-dihydro-2H-quinoline-1 -carboxylic add ethyl ester, 

15 

[2R.4S] (3 f 5-bis-trifluoromethyl-ben2ylH1-buty^ ,2,3,4- 
tetrahydro-quinolin-4-yl>carbamic add methyl ester, 

[2R.4S] (3,5-bis-fflfluorometo^^ 
20 tetrahydro-quinolin-4-yl)-carbamic add methyl ester; 

[2R.4S] (3,5-bis-trifluorometh^^ 

1,2,3,4-tetrahydro-quinolin^yG^rbamic add methyl ester, hydrpchloride 

25 Another dass of CETP inhibitors that finds utility with the present invention 

consists of 4-cart30xyamino-2-meth>4-1 f 2,3,4,-tetrahydroquinoIines, having the 
Formula II 



O 




30 Formula II 

and pharmaceutical^ acceptable salts, enantiomers, or stereoisomers of said 
compounds; 

wherein R| M is hydrogen, Y a , Wq-Xu, W r Y«; 
wherein Wu is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 
35 X« is -O-Y 0 , -S-Y u , -N(H)-Y„ or -N-(Y„) 2 ; 
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wherein Y H for each occurrence is independently Zn or a fully saturated, partially 
unsaturated or fully unsaturated one to ten membered straight or branched carbon 
chain wherein the carbons, other than the connecting carbon, may optionally be 
replaced with one or two heteroatoms selected independently from oxygen, sulfur and 
5 nitrogen and said carbon is optionally mono-, di- or tri-substituted independently with 
halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with oxo, said sulfur is optionally mono- or di-substituted with oxo, 
said nitrogen is optionally mono-, or di-substituted with oxo, and said carbon chain is 
optionally mono-substituted with Z|,; 

10 Zo is a partially saturated, fully saturated or fully unsaturated three to twelve 

riiembered ring optionally having one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
independently, optionally having one to four heteroatoms selected independently from 

1 5 nitrogen, sulfur and oxygen; 

wherein said Zi, substituent is optionally mono-, di- or tri-substituted 
independently with halo, (CrCe)alkenyl, (Ci-Ce) alkyl, hydroxy, (C r Ce)alkoxy, (C r 
C 4 )aIkylthio, amino, nitro, cyano, oxo, carboxy, (CrQOalkyloxycarbonyl, mono-N- or di- 
N.N-tCn-CeJalkylamino wherein said (d^alkyl substituent is optionally mono-, di- or 

20 tri-substituted independently with halo, hydroxy, (d-QOalkoxy, (C^Jalkylthio, amino, 
nitro, cyano, oxo, carboxy, (d-C 6 )alkyIoxycarbonyl, mono-N- or di-N,N-(Cr 
C 6 )alkylamino, said (d-QOalkyl is also optionally substituted with from one to nine 
, fluorines; 
Riw is hydrogen or Qn; 

25 wherein Q« is a fully saturated, partially unsaturated or fully unsaturated one to 

six membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur arid nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 

30 carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and 
said carbon chain is optionally mono-substituted with V D ; 

wherein V n is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
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independentiy from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 
5 wherein said V« substituent is optionally mono-, dh tri-, or tetra-substituted 

independently with halo, (CrC 6 )alkyl, (CrC 6 )alkenyl, hydroxy, (Ci-C 6 )alkoxy, (C r 
C 4 )alkylthJO, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N-(C r Ce) 
alkylcarboxamoyl, carboxy, (C r Ce)alkyloxycarbonyl, mono-N- ordhN f N-(d- 
QOalkylamino wherein said (C,-C 6 )alkyl or (C2-C 6 )alkenyl substituent is optionally 
1 0 mono-, di- or tri-subsBtuted independently with hydroxy, (d-CeJalkoxy, (Ct-C 4 )alkylthio, 
amino, nitro, cyano, oxo, carboxy, (Ci-Ce)alkyIoxycarbonyl, mono-N- ordi-N,N-(Ci- 
Ce)alkylamino or said (Ci-Cejalkyi or (QrCeJalkenyl substituents are optionally 
substituted with from one to nine fluorines; 
R,m is QuorVu 

1 5 wherein Qim a fully saturated, partially unsaturated or fully unsaturated one to 

six membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 

20 carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and 
said carbon chain is optionally mono-substituted with V, M ; 

wherein Vn is a partially saturated, fully saturated or fully unsaturated three to 
six membered ring optionally having one to two heteroatoms selected independently 

25 from oxygen, sulfur and nitrogen; 

wherein said Vim substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently wilh halo, (Ci-Ce)alkyl, (CrC 6 )alkoxy, amino, nitro, cyano, (C t - 
C 6 )alkyloxycarbonyl, mono-N- or di-N,N-(Ci-Ce)alkylamino wherein said (Ci-Ce)alkyl 
substituent is optionally mono-substituted with oxo, said (Ci-Ce)alkyl substituent is 

30 optionally substituted with from one to nine fluorines; 

wherein either must contain V fl or Rm must contain V^; and 
Riw . Riw , R^and Rj« are each independently hydrogen, a bond, nitro or halo 
wherein said bond is substituted with T u or a partially saturated, fully saturated or fully 
unsaturated (Ct-C^) straight or branched carbon chain wherein\carbon may optionally 
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be replaced with one or two heteroatoms selected independently from oxygen, sulfur 
and nitrogen wherein said carbon atoms are optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
5 substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and 
said carbon is optionally mono-substituted with Tj; 

wherein Tn is a partially saturated, fully saturated or fully unsaturated three to 
twelve membened ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two 

10 fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said T D substituent is optionally mono-, di- or tri-substituted 
independently with halo, (d-d)alkyl, (Cz-d)alkenyl f hydroxy, (d-QOalkoxy, (C r 

1 5 d)aIkyIthio, amino, nitro, cyano, oxo, carboxy, (d^ejalkyloxycarbonyl, mono-N- or d'n 
N.N-fd-CsJalkylamino wherein said (d-d)alkyl substituent is optionally mono-, di- or 
tri-substituted independently with hydroxy, (d-d)alkoxy, (d-d)alkyIthio, amino, nitro, 
cyano, oxo, carboxy, (d<^)alkyloxycarbonyl f mono-N- or di-N,N-(d-C e )alkyIamino, 
said (d-Ce)alkyl substituent is also optionally substituted with from one to nine 

20 fluorines; 

provided that at least one of substituents Ri W , Ri Wl Ru. 7 and Ri W is not hydrogen and is 
not linked to the quinoline moiety through oxy. 

Compounds of Formula il are disclosed in commonly assigned pending U.S. 
Patent 6,147,090 the complete disclosure of which is herein incorporated by reference. 
25 In a preferred embodiment, the CETP inhibitor is selected from one of the 

following compounds of Formula II: 

[2R,4S] 4-K3,5-Bis-Wfluoromett^ 

trifluoromethyl-3,4-dihydr^ ethyl ester, 

30 

[2R.4S] 4-[(3,5-Bis-trifluorometh^ 

3,4-dihydro-2H-quinoline-1-carboxylic add ethyl ester; 

(' 

[2R,4S] 4-[(3 f 5-Bis-trifluorome%Lb^ 
35 3,4-dihydro-2H-quinoline-1 -carboxylic add ethyl ester; 

[2R,4S] 4^(3,5-Bis-trifluoromethy^ 

dihydro-2H-quinoline-1 -carboxylic add ethyl ester 
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10 



15 



[2R,4S] 4-[(3,5-Bis-tiffluo^ 

methyl-3,4-dihydn>-2H-quinoline-1 -carboxylic add ethyl ester; 

[2R.4S] 4-[(3,5-Bis-trfflu^ 

3,4-dihydra-2H-quinoIine-1-cartK>xylicadd ethyl ester, 

[2R,4S] ^(3,5-Bis-trifluo 

trinuoromethyl-3,4-dihydro-2H-quinoline-1-cai1x) add ethyl ester. 

[2R,4S] 4-[(3,5-bis-tofluoro^ 

trffluoromethyl-3,4-dihydro-2H^^ add isopropyl ester. 

Another dass of CETP inhibitors that finds utility with the present invention 
consists of annulated 4^rboxyamino-2Hrriethyl-1,2,3,4 l -tetrahydroquinolines r having 
the Formula III 




vR lll-8 R HM 



20 



25 



30 



Formula III 

and pharmaceutlcally acceptable salts, enantiomers, or stereoisomers of said 
compounds; 

wherein R flM is hydrogen, Y Wl WirXio. Wi r Ym; 

wherein W D i is a carbonyl, thiocarbonyl, sulfinyl orsulfonyl; 

Xn, is -O-Yib, -S-Y Ml -NflHJ-Yu, or -N-OW, 

Y U i for each occurrence is independently Zm or a fully saturated, partially 
unsaturated or fully unsaturated one to ten membered straight or branched carbon 
chain wherein the carbons, other than the connecting carbon, may optionally be 
replaced with one or two heteroatoms selected independently from oxygen, sulfur and 
nitrogen and said carbon is optionally mono-, di- ortri-substituted independently with 
halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with oxo, said sulfur is optionally mono- or di-substituted with oxo, 



t 
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said nitrogen is optionally mono-, or di-substituted with oxo, and said carbon chain is 
optionally mono-substituted with Zni; 

wherein Zm is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
5 independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said Zm substituent is optionally mono-, di- or tri-substituted 

10 independently with halo, (Crd)atkenyl, (d-d) alkyl, hydroxy, (d-Ce)aikoxy, (d- 

d)aikylthio, amino, nitro, cyano, oxo, carboxy, (d^)alkyloxycarbonyl, mono-N- or di- 
N,N-(d-d)alkylamino wherein said (d-d)alkyl substituent is optionally mono-, di- or 
tri-substituted independently with halo, hydroxy, (d-d)alkoxy, (d-d)aIkylthio, amino, 
nitro, cyano, oxo, carboxy, (Ci-CeJalkyloxycarbonyl, mono-N- or di-N,N-(d- 

1 5 C 6 )alkylamino f said (d-d)alkyl optionally substituted with from one to nine fluorines; 
R«i-3 is hydrogen or Q«; 

wherein Q«, is a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from 

20 oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy/said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and 
said carbon chain is optionally mono-substituted with V ffl ; 

25 wherein V !n is a partially saturated, fully saturated or fully unsaturated three to 

twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 

30 independently from nitrogen, sulfur and oxygen; 

wherein said V m substituent is optionally mono-, di-, tri-, or tetra^substituted 
independently with halo, (C r C 6 )alkyl, (C r C 6 )alkenyl, hydroxy, (d-d)alkoxy, (d- 
C 4 )alkylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N-{d-d) 
alkylcarboxamoyl, carboxy, (d-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(d- 



) 
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Cejalkylamino wherein said (CrCeJalkyI or (Ca-QOalkenyl substltuent is optionally 
mono-, di- or tri-substituted independently with hydroxy, (Ci-Cejalkoxy, (Ct-C^alkyithio, 
amino, nitro, cyanb, oxo, carboxy, (Cj-Cejalkyloxycarbonyl, mono-N- or di-N, N-{d- 
Ce)aIkylamino or said (Ci-Ce)alkyl or (CrC 6 )alkenyl are optionally substituted with from 
5 one to nine fluorines; 
Rum is Ohm orV^; 

wherein Qi !M a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from 

1 0 oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and 
said carbon chain is optionally mono-substituted with 

15 V IIM ; 

wherein V I(M is a partially saturated, fully saturated or fully unsaturated three to 
six membered ring optionally having one to two heteroatoms selected independently 
from oxygen, sulfur and nitrogen; 

wherein said V llM substituent is optionally mono-, di-, tri-, or tetra-substituted 
20 independently with halo, (d-CeJalkyl, (d-QOalkoxy, amino, nitro, cyano, (C r 

CeJalkyloxycarbonyl, mono-N- or di-N.N-fCrCeJalkylamino wherein said (d-CeJalkyl 
substituent is optionally mono-substituted with oxo, said (Ct-QOalkyl substituent 
optionally having from one to nine fluorines; 

wherein either Rm« must contain Vm or R, lK must contain Vd M ; and 
25 R IB ^ and R« w , or R^ and R^, and/or R^and R^ are taken together and form at 
least one four to eight membered ring that is partially saturated or fully unsaturated 
optionally having one to three heteroatoms independently selected from nitrogen, 
sulfur and oxygen; 

wherein said ring or rings formed by Ruw and R^, or R^ and R^, and/or R^y 
30 and Rm^ are optionally mono-, di- or tri-substitutecl independently with halo, (d- 

CeJalkyl, (CrC^alkyisulfonyl, (Cs-CeJalkenyl, hydroxy, (C r C 6 )alkoxy, (d-C^alkylthio, 
amino, nitro, cyano, oxo, carboxy, (Ci-Csjalkyloxycarbonyl, mono-N- or d-N,N-(Cr 
Cajalkylamino wherein said (CrC 6 )aIkyl substituent is optionally mono-, di- or tri- 
substituted independently with hydroxy, (C 1 -C e )aIkoxy, (d-C^aikylthio, amino, nitro, 
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cyano, oxo, carboxy, (C-CeJalkyloxycarbonyl, mono-N- or di-N,N-(CrC6)alkylamino, 
said (Ci-CeJalkyl substituent optionally having from one to nine fluorines; 

provided that the Rm , R m , Ri^ and/or Ru W , as the case may be, that do not 
form at least one ring are each independently hydrogen, halo, (C r C 6 )alkoxy or (C r 
5 C 6 )alkyl, said (C r C 6 )alkyl optionally having from one to nine fluorines. 

Compounds of Formula III are disclosed in commonly assigned 
pending U.S. Patent 6,147,089 the complete disclosure of which is herein incorporated 
by reference. 

In a preferred embodiment, the CETP inhibitor is selected from one of the 

1 0 following compounds of Formula III: 

[2R, 4S] 4^(3 f 54)is-Wfluoromethyi-benz 

2,3,4,6,7,8-hexahydro-cyclopentafelquinoline-l-carboxylic acid ethyl ester; 

[6R, 8S] 84(3,54>Mrifluorome%[-ben2^ 
1 5 tetrahydro-1 H-2-thia-5-aza-cyclopenta[b]naphthalene-6-carboxylic acid 

ethytesten 

[6R, 8S] 8-[(3,5-bis~trifluoromethyI-b^ 

tetrahydro-2H-furo[2 f 3-g]quinoline-.5-carboxylic acid ethyl ester; 

20 

[2R.4S] 4-[(3 f 5-bis-trifluorom 

tetrahydro-2H-furo[3,4-g]quinoline-1-carboxylic acid ethyl ester; 

[2R.4S] 4-[(3,5-bis-trifluorom 
25 3 l 4,673,94iexahydro-2H-ben2o[g]quinoline-1-carboxylic acid propyl ester, 

[7R.9S] 9-[(3,5-bis-trifluorome%^ 

I^.SJ^^exahydro-S-aza-cydopentalalnaphthalene-eK^rboxylic add ethyl 
ester; and 

30 

[6S,8R] 6-[(3,5-bis-trifluoromethy^ 

I^.S.ej.S^exahydro-g-aza-cycIopentalalnaphthalene-S-carboxylic add ethyl 
ester. f 



35 Another dass of CETP inhibitors that finds utility with the present invention 

consists of 4-rarboxyamino-2-substituted-1,23 having the 

Formula IV 
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( 

O 




Formula IV 

and pharmaceutical^ acceptable salts, enantiomers, or stereoisomers of said 
5 compounds; 

wherein R^i is hydrogen, Yiv, W^Xiv or Wiv-Yiv; 
wherein Wjv is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 
Xiv is -O-Y*, -S-Y*,, -N(H)-Yrv or -N-O^V, 

wherein Y w for each occurrence is independently Ziv or a fully saturated, 

1 0 partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may optionally 
be replaced with one or two heteroatoms selected independently from oxygen, sulfur 
and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 

1 5 optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said carbon 
chain is optionally mono-substituted with Z^; 

wherein 2iv is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected independently 

20 from oxygen, sulfur and nitrogen, or a bicyclrc ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
independently, optionally having one to four heteroatoms selected independently from 
nitrogen, sulfur and oxygen; 

wherein said Zw substituent is optionally mono-, di- or tri-substituted 

25 independently with halo, (d-QOalkenyl, (d-d) alkyl, hydroxy, (d-C 6 )a!koxy, (d- 

C 4 )alkylthio, amino, nitro, cyano, oxo, carboxy, (C r C 8 )aIkyloxycarbonyl, mono-N- or di- 
N,N-(d-C8)alkylamino wherein said (d-C 6 )alkyl substituent is optionally mono-, di- or 
tri-substituted independently with halo, hydroxy, (d-Ce)alkoxy f (d-d)alkylthio, amino, 
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nitro, cyano, oxo, carboxy, (d-C 6 )aIkyloxycarbonyl t mono-N- or di-N,N-(d- 
CeJalkylamino, said (d-d)alkyf substituent is also optionally substituted with from one 
to nine fluorines; 

Rjv-a is a partially saturated, fully saturated or fully unsaturated one to six membered 
5 straight or branched carbon chain wherein the carbons, other than the connecting 
carbon, may optionally be replaced with one or two heteroatoms selected 
independently from oxygen, sulfur and nitrogen wherein said carbon atoms are 
optionally mono-, di- ortri-substituted independently with halo, said carbon is optionally 
mono-substituted with oxo, said carbon is optionally mono-substituted with hydroxy, 

1 0 said sulfur is optionally mono- or di-substituted with oxo, said nitrogen is optionally 
f mono- or di-substituted with oxo; or said fV 2 is a partially saturated, fully saturated or 
fully unsaturated three to seven membered ring optionally having one to two 
heteroatoms selected independently from oxygen, sulfur and nitrogen, wherein said 
Riv. 2 ring is optionally attached through (C r C 4 )alkyl; 

15 wherein said fV 2 ring is optionally mono-, di- or tri-substituted Independently 

with halo, (Qrd)alkenyl, (d-d) alkyl, hydroxy, (d-d)alkoxy, (d<*)aIkylthio, amino, 
nitro, cyano, oxo, carboxy, (d-d^lkyloxycartxHiyl, mono-N- or di-N,N-(d- 
d)alkyiamino wherein said (d-d)alkyl substituent is optionally mono-, di- ortri- 
substituted independently with halo, hydroxy, (C 1 -C 6 )alkoxy f (d-d)aIkylthio, oxo or 

20 (d-C 6 )alkyloxycarbonyl; 

with the proviso that FV 2 is not methyl; 
Rjv-3 is hydrogen or Q w ; 

wherein Qw is a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons other than the 

25 connecting carbon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and 

30 said carbon chain is optionally mono-substituted with Vjv; 

wherein V,v is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected independently 
from oxygen, suffur and nitrogen, or a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
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independently, optionally having one to four heteroatoms selected independently from 
nitrogen, sulfur and oxygen; 

wherein said Vjv substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (d-d)alkyl, ((VdJalkenyl, hydroxy, (d-QOalkoxy, (d- 
5 C 4 )alkylthio f amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N.N-fd-Ce) 
alkylcarboxamoyl, carboxy, (d-d)alkyloxycarbonyl, mono-N- ordi-N,N-(d- 
Ce)alkylamino wherein said (d-Ce)alkyl or (Cz-CeJalkenyl substituent is optionally 
mono-, di- or tri-substituted independently with hydroxy, (C r C 6 )alkoxy, (d-C4)alkytthio f 
amino, nitro, cyano, oxo, carboxy, (d-d)alkyloxycarbonyl, mono-N- or di-N,N-(d- 

1 0 Ce)alkylamino, said (d-C 6 )alkyl or (d-QOalkenyl substituents are also optionally 
substituted with from one to nine fluorines; 
FWsdv-1 orVtv.i; 

wherein a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 

1 5 connecting carbon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and 

20 said carbon chain is optionally mono-substituted with 

wherein is a partially saturated, fully saturated or fully unsaturated three to 
six membered ring optionally having one to two heteroatoms selected independently 
from oxygen, sulfur and nitrogen; 

25 wherein said substituent is optionally mono-, di-, tri-, or tetra-substituted 

independently with halo, (d-C 6 )alkyi, (d-JdJalkoxy, amino, nitro, cyano, (d- 
Ce)alkyloxycarbonyl f mono-N- or di-N, N-(d-Ce)alkylamino wherein said (d-QOalkyl 
substituent is optionally mono-substituted with oxo, said (d-d)alkyl substituent is also 
optionally substituted with from one to nine fluorines; 

30 wherein either Riv^ must contain Viv or must contain V^; 

Riv-s . Riv-e , Rjv-7and FVeare each independently hydrogen, a bond, nitro or halo 
wherein said bond is substituted with T w or a partially saturated, fully saturated or fully 
unsaturated (d-d 2 ) straight or branched carbon chain wherein carbon, may optionally 
be replaced with one or two heteroatoms selected independently from oxygen, sulfur 
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and nitrogen wherein said carbon atoms are optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and 
5 said carbon is optionally mono-substituted with Tjv; 

wherein Tjv is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected independently 
from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 

1 0 independently, optionally having one to four heteroatoms selected independently from 
nitrogen, sulfur and oxygen; 

wherein said Tjv substituent is optionally mono-, di- or tri-substituted 
independently with halo, (d-CeJalkyl, (Crd)alkenyl, hydroxy, (d-C 6 )alkoxy, (C r 
C 4 )alkylthio, amino, nitro, cyano, oxo, carboxy, (d-Ce)alkyloxycarbonyl, mono-N- or di- 

1 5 N,N-(C,-C6)alkylamino wherein said (d-QOalkyl substituent is optionally mono-, di- or 
tri-substituted independently with hydroxy, (d-QOalkoxy, (d-d)alkylthio, amino, nitro, 
cyano, oxo, carboxy, (d^)altyoxycarbonyl, mono-N- or di-N.N-CCn-CeJalkylamino, 
said (CrQOalkyl substituent is also optionally substituted with from one to nine 
fluorines; and 

20 wherein and R^, or and R^.7, and/or R^and Riv* may also be 

taken together and can form at least one four to eight membered ring that is partially 
saturated or fully unsaturated optionally having one to three heteroatoms 
independently selected from nitrogen, sulfur and oxygen; 

wherein said ring or rings formed by Rn* and R^, or R^ and R^.?, and/or 

25 Rw and Fta are optionally mono-, di- or tri-substituted independently with halo, (C r 
C 6 )alkyl, (d-d)alkylsulfonyl, (CrdJalkenyl, hydroxy, (d-dtelkoxy, (d-d)alkylthio, 
amino, nitro, cyano, oxo, carboxy, (d-d)alkyloxycarbonyl, mono-N- or di-N,N-(d- 
Ce)aIkyIamino wherein said (d-Ce)alkyl substituent is optionally mono-, di- or tri- 
substituted independently with hydroxy, (d-C 6 )alkoxy, (d-C 4 )alkylthio, amino, nitro, 

30 cyano, oxo, carboxy, (d-djalkyloxycarbonyl, mono-N- or di-N,N-(d-Ce)aIkylamino, 
said (d-Ce)alkyl substituent is also optionally substituted with from one to nine 
fluorines; \ 

with the proviso that when R^ is carboxyl or (d-d)alkylcarboxyl, then Ram is not 
hydrogen. 
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Compounds of Formula IV are disclosed in commonly assigned pending U.S. 
Patent 6,197,786 the complete disclosure of which is herein incorporated by reference. 

In a preferred embodiment, the CETP inhibitor is selected from one of the 

following compounds of Formula IV: 

5 [2S,4S] 4-{(3,54)is-tf fluorometh^ 

trifluoromethyK3 t 4<lihydno-2H-quinoIine-1-carboxylic acid isopropyl ester; 

j 

[2S,4S] 4-{(3,5-bis-trifluoromethy^^ 

cyclopropyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester; 

10 

[2S,4S] 2-<ydopropyl^(3,5Klichloro-ber^ 

trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid isopropyl ester; 

[2S.4S] 4-[(3,5-bis-trifluorome%^ 
1 5 trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid tert-butyl ester; 

[2Fl,4R] 4-[(3,5-bis-trifluoromethyl-benzyI)- 
methoxycarbonyl-aminoj-2-cydopro^ 
quinaiine-1 -carboxylic acid isopropyl ester; 

20 

[2S,4S] 44(3,5-bis-trifluorome%^ 

trifluoromethyl-3 f 4-dihydro-2H-quinoline-1 -carboxylic add isopropyl ester; 

[2S,4S] 4H(3,5-bis-Wfluorometh^ 
25 trifluoromethyl-S^ihyd^H-quinoline-l -carboxylic add isopropyl ester, 

[2R,4S] 4H(3,5-bis-trifluorome%l-bera 

trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic add isopropyl ester; 
[2S,4S] 4-t(3 f 5-bi$-trifluoromethyl-ben^ 
30 6-trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic add isopropyl ester; 

[2R,4S] 4-[(3,5-bis-trifluoro^ 

trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic add 2-hydnoxy-ethyl 
ester; 

35 

[2S.4S] 4-[(3,5-bte-trifluorometty^ 

trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic add ethyl esten 

[2R.4S] 4-[(3,5-bis-trifluoromethy^ 
40 trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic add ethyl ester, 

[2S.4S] 4-[(3,5-bis-trifluorometty^ 

trifluoromethyl-S^ihyd^H-quinoIine-l -carboxylic acid propyl ester, and 

45 [2R,4S] 4-[(3,5-bis-trifluoromethyl-be 

trifluoromethyl-3,4-dihydro-2H-quinoIine-1 -carboxylic acid propyl ester. 
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Another class of CETP inhibitors that finds utility with the present invention 
consists of 4-amino substituted-2-substituted-1 ,2,3,4,-tetrahydroquinolines, having the 
Formula V 




Ry-8 *Vi 



Formula V 

and pharmaceutically acceptable salts, enantiomens, or stereoisomers of said 

compounds; 
1 0 wherein R v .i is Y Vl Wv-X v or Wv-Y v ; 

wherein W v is a carbonyl, thiocarbonyi, sulfinyl or suHbnyl; 

X v is -0-Y Vl -S-Y v , -N(H)-Y V or -N-fYvfe 

wherein Y v for each occurrence is independently Zv or a fully saturated, 

partially unsaturated or fully unsaturated one to ten membered straight or branched 
1 5 carbon chain wherein the carbons, other than the connecting carbon, may optionally 

be replaced with one or two heteroatoms selected independently from oxygen, sulfur 

and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 

with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 

optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
20 with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said carbon 

chain is optionally mono-substituted with Zv; 

wherein Z v is a partially saturated, fully saturated or fully unsaturated three to 

eight membered ring optionally having one to four heteroatoms selected independently 

from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially 
25 saturated, fully saturated or fully unsaturated three to six membered rings, taken 

independently, optionally having one to four heteroatoms selected independently from 

nitrogen, sulfur and oxygen; 

wherein said Z v substituent is optionally mono-, di- or tri-substituted 

independently with halo, (C r Ce)alkenyl, (C^-Ce) alkyl, hydroxy, (Ct-QOalkoxy, (C r 
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d)alky!thio, amino, nitro, cyano, oxo, carboxy, (d-CeJalkyloxycarbonyl, mono-N- or di- 
N,N-(d-d)alkylamino wherein said (C r Ce)alkyl substituent is optionally mono-, di- or 
tri-substituted independently with halo, hydroxy, (C r C Q )alkoxy, (d-d)alkylthio, amino, 
nitro, cyano, oxo, carboxy, (d-d)alkyloxycarbonyl, mono-N- or di-N.N-fCr 
5 Ce)alkylamino, said (d-Ce)alkyl substituent is also optionally substituted with from one 
to nine fluorines; 

Rv-2 is a partially saturated, fully saturated or fully unsaturated one to six 
membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one or two heteroatoms selected 

10 independently from oxygen, sulfur and nitrogen wherein said carbon atoms are 

optionally mono-, di- or tri-substituted independently with halo, said carbon is optionally 
mono-substituted with oxo, said carbon is optionally mono-substituted with hydroxy, 
said sulfur is optionally mono- or di-substituted with oxo, saklnitrogen is optionally 
mono- or di-substituted with oxo; or said R V -2 is a partially saturated, fully saturated or 

15 fully unsaturated three to seven membered ring optionally having one to two 

heteroatoms selected independently fr6m oxygen, sulfur and nitrogen, wherein said 
Rv-2 ring is optionally attached through (d-d)alkyl; 

wherein said R v . 2 ring is optionally mono-, di- or tri-substituted independently 
with halo, (C r C 6 )alkenyl, (d-d) alkyl, hydroxy, (d-d)alkoxy, (d-C 4 )alkylthio, amino, 

20 nitro, cyano, oxo, carboxy, (d-C 6 )alkyloxycarbonyI, mono-N- or di-N.N^d- 

d)alkylamino wherein said (d-Ce)alkyl substituent is optionally mono-, di- or tri- 
substituted independently with halo, hydroxy, (d-QOalkoxy, (d-C 4 )alkylthio, oxo or 
(d-Ce)alkyloxycarbonyl; 
Rv-3 is hydrogen or Qv; 

25 wherein Q v is a fully saturated, partially unsaturated or fully unsaturated one to > 

six membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 

30 carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and 
said carbon chain Is optionally mono-substituted with V v ; 

wherein V v is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected independently 
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from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
independently, optionally having one to four heteroatoms selected independently from 
nitrogen, sulfur and oxygen; 

5 wherein said V v substituent is optionally mono-, di-, tri-, or tetra-substituted 

independently with halo, (d-Ce)alkyl, (CrC 6 )alkenyl, hydroxy, (d-C 6 )alkoxy, (d- 
C 4 )aIkylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N-(d-C6) 
alkylcarboxamoyl, carboxy, (d-Ce)alkyloxycarbonyl, mono-N- or di-N f N-{d- 
C 6 )alkylamino wherein said (d-Qj)alkyi or (CrC 6 )aIkenyl substituent is optionally 

1 0 mono-, di- or tri-substituted independently with hydroxy, (d-Ce)alkoxy, (d-d)alkylthio, 
amino, nitro, cyano, bxo, carboxy, (d-djalkyfoxycarbonyl, mono-N- ordi-N,N-(d- 
C 6 )alkylamino, said (d-d)alkyl or (C r C 6 )alkenyl substituents are also optionally 
v substituted with from one to nine fluorines; 

R V -4 Is cyano, formyl, W V -iQv-i, W V -iV V -i, (Cn-C^alkyleneVv.i or V v ^; 

1 5 wherein W V -i is cafbonyl, thiocarbonyl, SO or S0 2 , , 

wherein Q\m a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons may optionally 
be replaced with one heteroatom selected from oxygen, sulfur and nitrogen and said * 
carbon is optionally mono-, di- or tri-substituted independently with halo, said carbon is 

20 optionally mono-substituted with hydroxy, said carbon is optionally mono-substituted 
with oxo, said sulfur is optionally mono- or di^substituted with oxo, said nitrogen is 
optionally mono-, or di-substituted with oxo, and said carbon chain is optionally mono- 
substituted with V V -i; 

wherein V V -i is a partially saturated, fully saturated or fully unsaturated three to 

25 six membered ring optionally having one to two heteroatoms selected independently 
from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
independently, optionally having one to four heteroatoms selected independently from 
nitrogen, sulfur and oxygen; 

30 wherein said \Am substituent is optionally mono-, dh tri-, or tetra-substituted 

independently with halo, (d-QOalkyl, (d-QOalkoxy, hydroxy, oxo, amino, nitro, cyano, 
(d-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(Ci-C 6 )alkylamino wherein said (C r 
< C 6 )alkyl substituent is optionally mono-substituted with oxo, said (d-CeJalkyl 
substituent is also optionally substituted with from one to nine fluorines; 
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wherein V v .2 is a partially saturated, fully saturated or fully unsaturated five to 
seven membered ring containing one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen; 

wherein said Vv-2 substituent is optionally mono-, di- or tri-substituted 
5 independently with halo, (Ci-C2)alkyl, (d-C^alkoxy, hydroxy, or oxo wherein said (Cr 
C^alkyl optionally has from one to five fluorines; and 

wherein R v ^ does not include oxycarbonyl linked directly to the C 4 nitrogen; 

wherein either R v ^ must contain V v or R V -* must contain V V -i; 

Rv-5 . Rv-e i Rv-zand Rv^are independently hydrogen, a bond, nitro or halo 
1 0 wherein said bond is substituted with T v or a partially saturated, fully, saturated or fully 
unsaturated (d-C^) straight or branched carbon chain wherein carbon may optionally 
be replaced with one or two heteroatoms selected independently from oxygen, sulfur 
and nitrogen, wherein said carbon atoms are optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
1 5 carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and 
said carbon chain is optionally mono-substituted with T v ; 

wherein T v is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
20 independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected [ 
independently from nitrogen, sulfur and oxygen; 

wherein said T v substituent is optionally mono-, di- or tri-substituted 
25 independently with halo, (Ci-C 6 )alkyl, (CrCeJalkenyl, hydroxy, (Ci-C 6 )alkoxy, (d- 

C 4 )alkylthio, amino, nitro, cyano, oxo, carboxy, (Ci-CeJalkyloxycarbonyl, mono-N- or di- 
N,N-(Ci-<J6)alkylamino wherein said (Ci-C e )alkyl substituent is optionally mono-, di- or 
tri-substituted independently with hydroxy, (C 1 -C 6 )alkoxy, (Ci-C^lkylthio, amino, nitro, 
cyano, oxo, carboxy, (Ci-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(Ci-C6)alkylamino, 
30 said (d-CeJalkyl substituent also optionally has from one to nine fluorines; 

wherein R v ^ and Rv-e, or R v ^ and Rv-7, and/or Rv-7and Rv-s may also be taken 
together and can form at least one ring that is a partially saturated or fully unsaturated 
four to eight membered ring optionally having one to three heteroatoms Independently 
selected from nitrogen, sulfur and oxygen; 
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wherein said rings formed by Rv* and Rv*, or R v ^ and Ry-7, and/or Rv-7and 
Rv* are optionally mono-, di- or tri-substituted independently with halo, (Ci-CeJalkyI, 
(C r C 4 )alkylsulfonyl, (Ca-Cejalkenyl, hydroxy, (CrC 6 )aIkoxy f (C r C 4 )aIkylthio, amino, 
nitro, cyano, oxo, carboxy, (Ci-CeJalkyloxycarbonyl, mono-N- or di-N,N-(Cr 
5 CeJalkylamino wherein said (d-C 6 )al!cyl substituent is optionally mono-, di- or tri- 
substituted independently with hydroxy, (Q-Cejalkoxy, (C^Jalkylthio, amino, nitro, 
cyano, oxo, carboxy, (C^CeJalkyloxycarbonyl, mono-N- ordi-N.N-CCi-CeJalkylamino, 
said (Ct-Cejalkyl substituent also optionally has from one to nine fluorines. 

Compounds of Formula V are disclosed in commonly assigned pending 
1 0 U.S. Patent 6,140,343 the complete disclosure of which is herein incorporated by 
reference. 

In a preferred embodiment, the CETP inhibitor is selected from one of 
the following compounds of Formula V: 

[2S,4S] 4-[(3,5-bis-trifluoromethyl-benzylHomiy!-amino>2-cydopropy^ 
1 5 trifiuoromethyl-3,4-dihydr^ acid isopropyl ester, 

[2S,4S] 4-[(3,5-bis-trifluor^ 

trifluoromethyl-3,4^ihydix>2H<|uinoline-1-carboxylic acid propyl ester, 

20 [2S.4S] 4-[acetyK3,5-bis-trifluorome 

trifluoromethyl-3,4-dihydro-2H<iuinoline-1-carboxylic acid tert-butyl ester, 



25 



[2R4S] 4-{aretyK3,5-bis-trifluoro^ 

dihydro-2H-quinoline-1-carboxylicacid isoprop^ ester; 

[2R,4S] 4-[acetyK3,5-bte^^ 

dihydro-2H-quino!ine-1 -carboxylic acid ethyl ester, 



[2S,4S] 4-[1 -(3,5-bis-trifluoromethyl-benzyl)^jre^^ 
30 dihydro-2H-quinoline-1 -carboxylic add isopropyl ester; 

[2R,4S] 4^acetyK3,5-bis-Wfluoronre 

dihydro-2H-quinoline-1-cartioxylicadd ethyl ester; 

35 [2S,4S] 4-[acetyl-(3 l 5-b!s-trffluorom^^ 

trifIuonomethyl-3,4-dihydro-2H-quinoline-1 -carboxylic add isopropyl ester, 



[2S,4S]4-[acetyl-(3,5-bis-trifluoromethyl43enzyl>amino]-2Kyctopropyl^ 

trifluoromethyl-3,4-dihydrr>2H<iuinoline-l-<^rboxylic add propyl ester, 

[2S.4S] 4-[acetyl-{3,5-bis-trffiuorometh^ 

trifluoromethyl-3,4-dihydro-2^^ ethyl 



40 



[2R,4S] 4-{(3 > 5-bis-trifluorometh^^ 
45 dihydro-2H-quinoline-1 -carboxylic add isopropyl ester, 



j 
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[2R,4S] ^(3,5-bis4rifiuoromethyl-benz^H^ 

dihydro-2H-quinoline-1-carboxylic acid ethyl ester; 

[2S,4S] 4^ac*tyH3 t 54Dis-Wfl 

trifluoromethyl-S^ihydro-ZH^iuinoline-l^rboxylic acid isopropyl ester; 

[2R,4S] 44(3,5-bis-trifluorometh^ 

dihydro-2H-quinoline-1-carboxylic add ethyl ester, 

[2S,4S] 4-[(3,5-bis-trifluorome^ 

trifluoromethyl-3,4-dihydrcH2H-qu^ acid ethyl ester, 



[2R.4S] 4-[(3 f 5-bis-trifluo 
1 5 dihydro-2H-quinoline-1 -carboxylic acid isopropyl ester; and 

[2R,4S] 4^acetyH3,5-bis-trffl^ 

dihydro-2H-quinoline-1 -carboxylic acid isopropyl ester. 



Another class of CETP inhibitors that finds utility with the present 
invention consists of cydoalkano-pyridines having the Formula VI 

^vi 




Eyj ,A VI-2 

Formula VI 

25 and pharmaceutical^ acceptable salts, enantiomers, or stereoisomers of said 
compounds; ( 
in which 

Avi denotes an aryl containing 6 to 10 carbon atoms, which is optionally 

substituted with up to five identical or different substituents in the form of a halogen, 
30 nitro, hydros, trifluoromethyl, trifluoromethoxy or a straight-chain or branched alkyl, 

acyl, hydraxyalkyl or alkoxy containing up to 7 carbon atoms each, or in the form of a 

group according to the formula -BNRvwRvw, wherein 

Rvw and Rvw are identical or different and denote a hydrogen, phenyl or a 

straight-chain or branched alkyl containing up to 6 carbon atoms, 
35 Dv? denotes an aryl containing 6 to 1 0 carbon atoms, which is optionally 

substituted with a phenyl, nitro, halogen, trifluoromethyl or trifluoromethoxy, or a radical 

according to the formula RvurLvr, 
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or Rv^-TvrVvrXvi, wherein 
5 Rvw, Rvw and Rvw denote, independently from one another, a cycloalkyl 

containing 3 to 6 carbon atoms, or an aryl containing 6 to 10 carbon atom or a 5- to 7- 
membered, optionally benzo-condensed, saturated or unsaturated, mono-, bi- or 
tricyclic heterocycie containing up to 4 heteroatoms from the series of S, N and/or O, 
wherein the rings are optionally substituted, in the case of the nitrogen-containing rings 

10 also via the N function, with up to five identical or different substituents in the form of a 
halogen, trifluoromethyl, nitro, hydroxyl, cyano, carboxyl, trifluoromethoxy, a straight- 
chain or branched acyl, alkyl, alkylthio, alkylalkoxy, alkoxy or alkoxycarbonyl containing 
up to 6 carbon /atoms each, an aryl or trifluoromethyl-substituted aryl containing 6 to 10 
carbon atoms each, or an optionally benzo-condensed, aromatic 5- to 7-membered 

1 5 heterocycie containing up to 3 heteoatoms from the series of S, N and/or O, and/or in 
the form of a group according to the formula BORvmq, -SRvm, -S0 2 Rvu2 or BNfV 
i3Rvn4, wherein 

Rvmo. Rvm and Rvi_ 12 denote, independently from one another, an aryl 
containing 6 to 10 carbon atoms, which is in turn substituted with up to two identical or 
20 different substituents in the form of a phenyl, halogen or a straight-chain or branched 
alkyl containing up to 6 carbon atoms, 

Rvm3 and Rvn4 are identical or different and have the meaning of Rvw and Rvm 
given above, or 

Rvw and/or Rvw denote a radical according to the formula 

25 

Rvi-7 denotes a hydrogen or halogen, and 
Rvw denotes a hydrogen, halogen, azido, trifluoromethyl, hydroxy!, 
trifluoromethoxy, a straight-chain or branched alkoxy or alkyl containing up to 6 carbon 
atoms each, or a radical according to the formula 
30 -NRvusRvne. 
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wherein 

Rvus and Rvue are identical or different and have the meaning of Rvw and R V w 
given above, or 

Rvj.7 and Rvw together form a radical according to the formula =0 or =NRvm 7> 
5 wherein 

Rvm 7 denotes a hydrogen or a straight-chain or branched aikyl, alkoxy or acyi 
containing up to 6 carbon atoms each, 

Un denotes a straight-chain or branched alkylene or alkenylene chain 
containing up to 8 carbon atoms each, which are optionally substituted with up to two 
10 hydroxyl groups, ! 

Tvi and Xvi are identical or different and denote a straight-chain or branched 
alkylene chain containing up to 8 carton atoms, or 

Tvi or Xvi denotes a bond, 

Vvi denotes an oxygen or sulfur atom or an BNRvn 8 group, wherein 
1 5 Rvua denotes a hydrogen or a straight-chain or branched alkyl containing up to 

6 carbon atoms or a phenyl, 

Evi denotes a cycloalkyl containing 3 to 8 carbon atoms, or a straight-chain or 
branched alkyl containing up to 8 carbon atoms, which is optionally substituted with a 
cycloalkyl containing 3 to 8 carbon atoms or a hydroxyl, or a phenyl, which is optionally 
20 substituted with a halogen or trifluoromethyl, 

Rvu and Rvw together form a straight-chain or branched alkylene chain 
containing up to 7 carbon atoms, which must be substituted with a carbonyl group 
and/or a radical according to the formula 

(CH 2 ) a — CH 2 T 

4 4 1.3 | | V 0R ™s or 1,2 J ( C ^ofWb 

V 9 ' 1 

25 wherein 

a and b are identical or different and denote a number equaling 1 , 2 or 3, 
Rvmq denotes a hydrogen atom, a cycloalkyl containing 3 to 7 carbon atoms, a 
straight-chain or branched silylalkyl containing up to 8 carbon atoms, or a straight- 
chain or branched alkyl containing up to 8 carbon atoms, which is optionally 
30 substituted with a hydroxyl, a straight-chain or a branched alkoxy containing up to 6 
carbon atoms or a phenyl, which may in turn be substituted with a halogen, nitro, 



< 
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trifluoromethyl, trifluoromethoxy or phenyl ortetrazole-substituted phenyl, and an alkyl 
that is optionally substituted with a group according to the formula BORv^, wherein 

Rvi-22 denotes a straight-chain or branched acyl containing up to 4 carbon 
atoms or benzyl, or 

5 Rvmq denotes a straight-chain or branched acyl containing up to 20 carton 

atoms or benzoyl, which is optionally substituted with a halogen, trifluoromethyl, nitro 
or trifluoromethoxy, or a straight-chain or branched fluoroacyl containing up to 8 
carbon atoms, 

Rvi-2o and Rv*. 2 i are identical or different and denote a hydrogen, phenyl or a 

10 straight-chain or branched alkyl containing up to 6 carbon atoms, or 

Rvi-2d and Rv«i together form a 3- to 6-membered carbocyclic ring, and a the 
carbocyclic rings formed are optionally substituted, optionally also geminally, with up to 
six identical or different substituents in the form of trifluoromethyl, hydroxyl, nitrile, 
halogen, carboxyl, nitro, azido, cyano, cycloalkyl or cycloalkyloxy containing 3 to 7 

15 carbon atoms each, a straight-chain or branched alkoxycarbonyl, alkoxy or alkylthio 
containing up to 6 carbon atoms each, or a straight-chain or branched alkyl containing 
up to 6 carbon atoms, which is in turn substituted with up to two identical or different 
substituents in the form of a hydroxyl, benzyloxy, trifluoromethyl, benzoyl, a straight- 
chain or branched alkoxy, oxyacyl or carboxyl containing up to 4 carbon atoms each 

20 and/or a phenyl, which may in turn be substituted with a halogen, trifluoromethyl or 
trifluoromethoxy, and/or the carbocyclic rings formed are optionally substituted, also 
geminally, with up to five identical or different substituents in the form of a phenyl, 
benzoyl, thiophenyl or sulfonyfbenzyl, which in turn are optionally substituted with a 
halogen, trifluoromethyl, trifluoromethoxy or nitro, and/or optionally in the form of a 

25 radical according to the formula 

1,2 ^( CH 2)c\^ ■ 

V 

-SOrCeHs, -<CO) d NRvw3Rvi_24 or =0, 

wherein 

c is a number equaling 1 , 2, 3 or 4, 
30 d is a number equaling 0 or 1 , 

Rvi-23 and Rvw4 are identical or different and denote a hydrogen, cycloalkyl 
containing 3 to 6, carbon atoms, a straight-chain or branched alkyl containing up to 6 
carbon atoms, benzyl or phenyl, which is optionally substituted with up to two ! identical 
or different substituents in the form of halogen, trifluoromethyl, cyano, phenyl or nitro, 
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and/or the carbocydic rings formed are optionally substituted with a spiro-linked radical 
according to the formula 



/Wv,-Y v| Rvi.25VyRvi.26 \ ) 

^Wv.-Vv, , AcR^R^ / > ^ Q=0 or \ 

( CR Vf-29 R VI-3o)f ' Rv«3 

wherein 

5 Wvi denotes either an oxygen atom or a sulfur atom, 

Yvi and Y=vi together form a 2- to 6-membered straight-chain or branched 
alkylene chain, 

e is a number equaling 1 , 2, 3, 4, 5, 6 or 7, 
f is a number equaling 1 or 2, 
10 Rvi-25, R\n-26» Rvj-27. R\rt-28» Rvi-29, Rvwo and Rvwi are identical or different and 

denote a hydrogen, trifluoromethyl, phenyl, halogen or a straight-chain or branched 
alkyl or alkoxy containing up to 6 carbon atoms each, or 

Rvws and Rv^e or R^ and Rvi_2a each together denote a straight-chain or 
branched alkyl chain containing up to 6 carbon atoms or 
1 5 Rvws and Rv^ or R^ and Rv^ each together form a radical according to the 

formula 

Wy, — CH 0 - 



W^— (CH 2 ) fl 

wherein 

Wvi has the meaning given above, 
20 g is a number equaling i, 2, 3, 4, 5, 6 or 7, 

Rv«2 and Rv«3 together form a 3- to 7-membered heterocycle, which contains 
an oxygen or sutfur atom or a group according to the formula SO, S0 2 or BNRvw* > 
wherein 

Rv«4 denotes a hydrogen atom, a phenyl, benzyl, or a straight-chain or 
25 branched alkyl containing up to 4 carbon atoms, and salts and N oxides thereof, with 
the exception of 5(6H)-quinolones, 3-benzoyl-7,8-dihydro-2,7,7-trimethyW.phenyl. 

Compounds of Formula VI are disclosed in European Patent Application No. 
EP 818448 A1 , U.S. Patent 6,207,671 and U.S. Patent 6,064,148 the complete 
disclosures of which are herein incorporated by reference. 
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ln a preferred embodiment, the CETP inhibitor is selected from one of the 

following compounds of Formula VI: 

2^dopentyl^(4-fluorophenyl)-7 f 7^imeth 
tetrahydro-1 H-quinoiin-5-one; 

5 

2K^clopentyl^4-fluorophenyl)-7J 
6H-<iuinolin-5-one; 

[2Kydopentyl^4-fluorophenyl)-54iydro>^ 
10 yl]-(4-trifluoromethytphenyl)-methanone; 

[5^U)utyldimethylsilanyloxy)-2^^ 

tetrahydiT)quinolin^yl]^4-trifIuoromethylphen^)-meth 

15 [5^t4)Utyldimethylsilanyloxy>2^dopenty 

tetrahydrxx?uinolin-3-y0^4-trifluoromethylphenyl)-methanol; 

5^t4>utyldimethylsilanyloxy)-2^^ 

trifluoromethylphen^)-meth^7,7^ 

20 

2-cydopentyl-4-(4-fluoraphenyl)- S-Ifluoro-C^tiifluoromethylphenylJ-methyl]-?^- 
dimethyl-5 t 6 ,7,8-tetrahydraquinolin-5-ol. 

Another dass of CETP inhibitors that finds utility with the present invention 
25 consists of substituted-pyridines having the Formula VI I 



*?viu 

Rvn-e N 

Formula VII 

or a pharmaceutical^ acceptable salt or tautomer thereof, 
30 wherein 

Rvti-2 and Rvj W are independently selected from the group consisting of 
hydrogen, hydroxy, alkyl, fluorinated alkyl, fluorinated aralkyl, chlorafluorinated alkyl, 
cydoalkyl, heterocydyl, aryl, heteroaryl, alkoxy, alkoxyalkyl, and alkoxycarbonyl; 
provided that at least one of Rvo- 2 and Rv^ is fluorinated alkyl, chlorofluorinated alkyl 
35 or alkoxyalkyl; 

Rvw is selected from the group consisting of hydroxy, amido, aiylcarbonyl, 
heteroarylcarbonyl, hydroxymethyl 
-CHO, 



WO 03/000295 



PCMB02/01571 



-44- 

-C0 2 Rv?^ 7 . wherein Rvu-7 is selected from the group consisting of hydrogen, alky) and 
cyanoalkyl; and 

|^V!M5a 

H v 
wherein Rvn- 15a is selected from the group consisting of hydroxy, hydrogen, 
5 halogen, alkylthio, alkenylthio, alkynylthio, arylthio, heteroarylthio, heterocydylthio, 
alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy and heterocydyloxy, and 

Rvu-iea is selected from the group consisting of alkyl, haloalkyl, alkenyl, 
haloalkenyl, alkynyl, haloalkynyl, aryl, heteroaryl, and heterocydyl, arylalkoxy, 
triaikylsilyloxy; 

1 0 Rv\u is selected from the group consisting of hydrogen, hydroxy, halogen, 

alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, haloalkyl, haloalkenyl, haloalkynyl, aryl, 
heteroaryl, heterocyclyl, cycloalkylalkyl, cydoalkenylalkyl, aralkyl^ heteroarylalkyl, 
heterocyclylalkyl, cycloalkylalkenyl, cydoalkenylalkenyl, aralkenyl, hetereoarylalkenyl, 
heterocyclylalkenyl, alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy, 

15 heterocydyloxy, alkanoyloxy, alkenoyloxy, alkynoyloxy, aryloyloxy, heteroaroyloxy, 
heterocydyloyloxy, alkoxycarbonyl, alkenoxycarbonyl, alkynoxycariaonyl, 
aryfoxycarbonyl, heteroaryloxycarbonyl, heterocydyloxycarbonyl, thio, alkylthio, 
alkenylthio, alkynylthio, arylthio, heteroarylthio, heterocydylthio, cydoalkylthio, 
cydoalkenylthio, alkylthioalkyl, alkenylthioalkyl, alkynylthioalkyl, arylthioalkyl, 

20 heteroarylthioalkyl, heterocydylthioalkyl, alkylthioalkenyl, alkenylthioalkenyl, 
alkynyhhioalkenyl, arylthioalkenyl, heteroarylthioalkenyl, heterocydythioalkenyl, 
alkylamino, alkenylamino, alkynylamino, arylamino, heteroarylamino, 
heterocydylamino, aryldialkylamino, diarylamino, diheteroarylamino, alkylarylamino, 
alkylheteroarylamino, arylheteroarylamino, trialkylsilyl, trialkenylsilyl, triarylsilyl, 

25 -CO(0)N(R V | W aRviwb). wherein R^ and Rvn^b are independently selected from the 
group consisting of alkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl, -S0 2 Rviw, 
wherein Rvn^ is seleded from the group consisting of hydroxy, alkyl, alkenyl, alkynyl, 
aryl, heteroaryl and heterocyclyl, -OP(O)(ORviM0a) (ORvnob). wherein RviMaaand Rvi M ob 
are Independently selected from the group consisting of hydrogen, hydroxy, alkyl, 

30 alkenyl, alkynyl, aryl, heteroaryl and heterocydyl, and -OP(S) (ORvn. 11a ) (ORvu-nb), 
wherein Rvu-n a and Rvn-nb are independently selected from the group consisting of 
alkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl; 
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Rvn-s is selected from the group consisting of hydrogen, hydroxy, halogen, 
alkyl, alkenyl, alkynyl, cycloalkyl, cydoalkenyt, haloalkyl, haloalkenyl, haloalkynyl, aryl, 
heteroaryl, heterocyclyl, alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy, 
heterocyclyloxy, alkylcarbonyloxyalkyl, alkenylcarbonyloxyalkyl, 

5 alkynylcarbonyloxyalkyl, arylcarbonyloxyalkyl, heteroarylcarbonyloxyalkyl, 

heterocydylcarbonyloxyalkyl, cydoalkylalkyl, cycloalkenylalkyl, aralkyl, heteroarylalkyl, 
heterocydylalkyl, cycloalkylalkenyl, cycloalkenylalkenyl, aralkenyl, heteroarylalkenyl, 
heterocydylalkenyl, alkylthioalkyl, cydoalkylthioalkyl, alkenylthioalkyl, alkynylthioalkyl, 
arylthioalkyl, heteroarylthioalkyl, heterocydylthioalkyl, alkylthtoalkenyl, 

10 alkenylthioalkenyl, alkynylthioalkenyl, arytthioalkenyl, heteroarylthioalkenyl, 
heterocydyithloalkenyl, alkoxyalkyl, alkenoxyalkyl, alkynoxytatkyl, aryloxyalkyl, 
heteroaryloxyalkyl, heterocydyloxyalkyl, alkoxyalkenyl, alkenoxyalkenyl, 
alkynoxyalkenyl, aryloxyalkenyl, heteroaryloxyalkenyl, heterocydyloxyalkenyl, cyano, 
hydroxymethyl, -C0 2 Rv«-i4. vvherein R^u is selected from the group consisting of alkyl, 

15 alkenyl, alkynyl, aryl, heteroaryl and heteracydyl; 

H 

wherein Rvimq> is selected from the group consisting of hydroxy, hydrogen, 
halogen, alkylthlo, alkenylthio, alkynylthio, arylthio, heteroaiylthio, heterocydylthio, 
alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy, heterocydyloxy, aroyloxy, and 
20 alkylsulfonyloxy, and 

Rviweb is selected form the group consisting of alky!, alkenyl, alkynyl, aryl, 
heteroaryl, heterocyclyl, arylalkoxy, and trialkylsilyloxy; 

S 

/' 



-CH 2 -S-C-N. 



^Vll-18 



wherein Rvih7 and Rvus are independently selected from the group consisting 

25 of alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl; 

O 
II 

" C " Rvil-19 
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wherein Rvino is selected from the group consisting of alkyl, cycloalkyl, alkenyl, 
alkynyl, aryl, heteroaryl, heterocyclyl, -SRviwo, -ORviwi, and B Rvun22C02Rvn-23 • wherein 

Rw-2) is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, heterocyclyl, aminoalkyl, aminoalkenyl, aminoalkynyl, aminoaryl, 
5 aminoheteroaryl, aminoheterocyclyl, alkylheteroarylamino, arylheteroarylamino, 

Rviwi is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, and heterocyclyl, 

Rvb-22 is selected from the group consisting of alkylene or arylene, and 

Rva^3 is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 
1 0 heteroaryl, and heterocyclyl; 

O 
II 

-C-NH -Ryii-24 

wherein Rvo-24 is selected from the group consisting of hydrogen, alkyl, 
cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, aralkyi, aralkenyl, and 
aralkynyl; 



15 



- C ^11-25 

wherein R\m-25 is heterocydylidenyl; 

-CH,-N 

\ 

wherein Rvh^ and R^ are independently selected from the group consisting 
of hydrogen, alky), cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and heterocyclyl; 
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f 

- C - NH„ 



II H 

C-C-NH, 



II A" 



■28 



CH 2 -S-C-N 



\ 



^29 



wherein Rvn^s and Rvii-29 are independently selected from the group consisting 
of hydrogen, alky!, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and heterocydyl; 



-C 



Rvii. 



11-30 

wherein Rviwo and Rvi W1 are independently alkoxy, aikenoxy, alkynoxy, aryloxy, 
heteroaryloxy, and heterocydyloxy; and 

- C - S - R v|l _33 

1 0 wherein Rvi^ and Rvika are independently selected from the group consisting 

of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and heterocydyl; 

v 

- C = N - OH 

C= c-siov,,^ 

wherein Ryn^e is selected from the group consisting of alkyl, alkenyl, aryl, 
heteroaryl and heterocydyl; 
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N 

\ 

wherein Ryn^ and Rviws are independently selected from the group consisting 
of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and heterocydyl; 

-N = C 

\ 

5 wherein Rvn-39 is selected from the group consisting of hydrogen, alkoxy, 

alkenoxy, alkynoxy, aryloxy, heteroaryloxy, heterocyclyloxy, alkylthio, alkenylthio, 
alkynylthio, arylthio, heteroaryfthio and heterocydylthio, and 

Rvimo is selected from the group consisting of haloalkyl, haloalkenyl, 
haloalkynyl, haloaryl, haloheteroaryl, haloheterocyclyl, cycloalkyl, cycloalkenyl, 
1 0 heterocydylalkoxy, heterocyclylalkenoxy, heterocyclylalkynoxy, alkylthio, alkenylthjo, 
alkynylthio, arylthio, heteroarylthio and heterocydylthio; 

-N=Rviui, 
wherein Rviwi is heterocydylidenyl; 

O 
II 

" NR V1M2" C " ^11-43 

15 wherein Rviwa is selected from the group consisting of hydrogen, alkyl, alkenyl, 

alkynyl, aryl, heteroaryl, and heterocydyl, and 

Rvm3 is selected from the group consisting of hydrogen, alkyl, alkenyl, alkynyl, 
aryl, heteroaryl, heterocydyl, cydoalkyf, cydoalkenyl, haloalkyl, haloalkenyl, 
haloalkynyl, haloaryl, haloheteroaryl, and haloheterocydyl; 

O 



r 

/ 



20 



-NH-C-NH-R^ 

wherein Ryiw4 Is selected from the group consisting of hydrogen, alkyl, 
cydoalkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocydyl; 

-N = S = 0; 
- N = C = S; 

25 -N = C = 0; 
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- SRvU-45 

wherein Rvims is selected from the group consisting of hydrogen, alkyl, alkenyl, 
alkynyl, aryl, heteroaryl, heterocyclyl, haloalkyl, haloalkenyl, haloalkynyl, haloaryl, 

5 haloheteroaryl, haloheterocyclyl, heterocyclyl, cycloalkylalkyl, cycloalkenylalkyl, aralkyl, 
heteroarylalkyl, heterocyclylalkyl, cycloalkylalkenyl, cycloalkenylalkenyl, aralkenyl, 
heteroarylalkenyl, heterocyclylalkenyl, alkylthioalkyl, alkenylthioalkyl, alkynylthioalkyl, 
arylthioalkyl.heteroarylthioalkyl, heterocyciylthioalkyl, alkylthioalkenyl, 
alkenylthioalkenyl, alkynylthioalkenyl, aryithioalkenyl, heteroarylthioalkenyl, 

10 heterocyclylthioalkenyl, aminocarbonylalkyl, aminocarbonylalkenyl, 

aminocarbonylalkynyl, aminocarbonylaryl, aminocarbonylheteroaryl, and 
aminocarbonylheterocyclyl, 

-SRviM6, and -CH 2 Rw47i 
wherein Rvwe is selected from the group consisting of alkyl, alkenyl, alkynyl, 
15 aryl, heteroaryl and heterocyclyl, and 

Rvm7 is selected from the group consisting of hydrogen, alkyl, alkenyl, alkynyl, 
aryl, heteroaryl and heterocyclyl; and 

-S-CH 

\ 

■ 

wherein R^ is selected from the group consisting of hydrogen, alkyl, 
20 cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl, and 

Rviud is selected from the group consisting of aikoxy, alkenoxy, alkynoxy, 
aryloxy, heteroaryloxy, heterocyclyloxy, haloalkyl, haloalkenyl, haloalkynyl, haloaryl, 
haloheteroaryl and haloheterocyclyl; 

O 

, H n 

- S - C - &w\*Q 

t 

25 wherein Rvi^o is selected from the group consisting of hydrogen, alkyl, 

cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, aikoxy, alkenoxy, alkynoxy, 
aryloxy, heteroaryloxy and heterocyclyloxy; 
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o 

II 

f 

wherein Rvn^i is selected from the group consisting of alkyl, alkenyl, alkynyl, 
aryl, heteroaryl, heterocyclyl, haloalkyl, haloalkenyl, haloalkynyl, haloaryl, 
haloheteroaryl and haloheterocyclyl; and 

O 
II 

" ^ " ^1-53 

5 ° • 

wherein R^u* is selected from the group consisting of alkyl, alkenyl, alkynyl, 

aryl, heteroaryl and heterocyclyl; 

l provided that when Rv«^ is selected from the group consisting of 

heterocyclylalkyl arid heterocyclylalkenyl, the heterocyclyl radical of the corresponding 

10 heterocyclylalkyl or heterocyclylalkenyl is other than 5-lactone; and 

provided that when is aryl, heteroaryl or heterocyclyl, and one of 

Rvu-2 and Rvn* is trifluoromethyl, then the other of Rvd. 2 and R^ is difluoromethyl. 

Compounds of Formula VII are disclosed in WO 9941237-A1, the 

complete disclosure of which is incorporated by reference. 

15 In a preferred embodiment, the CETP inhibitor is selected from the 

following compounds of Formula VII: 

Dimethyl 5,5KiHhiobis[2^ifluorome%l^£^ 
pyridine-carboxylate]. 

20 Another class of CETP inhibitors that finds utility with the present invention 

consists of substituted pyridines having the Formula VIII 

^vm 

'Dvhi 




Formula VIII 

or a pharmaceutical^ acceptable salt, enantiomers, or stereoisomers thereof, 
in which 
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Avra stands for aryl with 6 to 10 carbon atoms, which is optionally substituted up 
to 3 times in an identical manner or differently by halogen, hydroxy, trifluoromethyl, 
trifluoromethoxy, or by straight-chain or branched alkyi, acyl, or alkoxy with up to 7 
carbon atoms each, or by a group of the formula » 
5 -NRvnuRvuw, wherein 

Rvum and Rvnw are identical or different and denote hydrogen, phenyl, or 
straight-chain or branched alkyl with up to 6 carbon atoms, 

Dvin stands for straight-chain or branched alkyl with up to 8 carbon atoms, 
which is substituted by hydroxy, 
10 Evw and Lvm are either identical or different and stand for straight-chain or 

branched alkyl with up to 8 carbon atoms, which is optionally substituted by cycloalkyl 
with 3 to 8 carbon atoms, or stands for cydoalkyl with 3 to 8 carbon atoms, or 

Evuj has the above-mentioned meaning and 

Lvw in this case stands for aryl with 6 to 10 carbon atoms, which is optionally 
1 5 substituted up to 3 times in an identical manner or differently by halogen, hydroxy, 
trifluoromethyl, trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or alkoxy 
with up to 7 carbon atoms each, or by a group of the formula 

-NRvnwRvuw, wherein 
Rvid-3 and Rvum are identical or different and have the meaning given above for 
20 Rvum and Rvm-2, or 

Evm stands for straight-chain or branched alkyl with up to 8 carbon atoms, or 
stands for aryl with 6 to 10 carbon atoms, which is optionally substituted up to 3 times . 
in an identical manner or differently by halogen, hydroxy, trifluoromethyl, 
trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or alkoxy with up to 7 
25 carbon atoms each, or by a group of the formula 

-NRviihsRviiwj, wherein 
Rvnw and R^ are identical or different and have the meaning given above for 
Rvhm and Rvw-2, and 

Urn In this case stands for straight-chain or branched alkoxy with up to 8 
30 carbon atoms or for cydoalkyloxy with 3 to 8 carbon atoms, 
Tvui stands for a radical of the formula 



y ^U-9\y^VUM0 

R vni-7 "*v»i- or R WL « 



M wherein 
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Rvhw and Ryw are identical or different and denote cydoalkyl with 3 to 8 
carbon atoms, or aryl with 6 to 10 carbon atoms, or denote a 5- to 7-member aromatic, 
optionally benzo-condensed, heterocyclic compound with up to 3 heteroatoms from the 
series S, N and/or O, which are optionally substituted up to 3 times In an identical 
5 manner or differently by trifluoromethyl, trifluoromethoxy, halogen, hydroxy, carboxyl, 
by straight-chain or branched alkyl, acyl, alkoxy, or alkoxycarbonyl with up to 6 carbon 
atoms each, or by phenyl, phenoxy, or thiophenyl, which can in turn be substituted by 
halogen, trifluoromethyl, or trifluoromethoxy, and/or the rings are substituted by a 
group of the formula 
1 0 "NRvra-nRvirt-12, wherein 

Rviim and Rvun2 are identical or different and have the meaning given above 
for Rviim and Rvm-2i 

Xvni denotes a straight or branched alkyl chain or alkenyl chain with 2 to 10 
carbon atoms each, which are optionally substituted up to 2 times by hydroxy, 
1 5 Rviu-q denotes hydrogen, and 

Rvm-10 denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy, mercapto, 
trifluoromethoxy, straight-chain or branched alkoxy with up to 5 carbon atoms, or a 
radical of the formula 

-NRvmm3Rvum4> wherein 
20 Rvm-13 and Rvh M 4 are identical or different and have the meaning given above 

for Rviim and Rvm. 2 . or 

. Rvhw and R^mo form a carbonyl group together with the carbon atom. 
Compounds of Formula VIII are disclosed in WO 9804528, the 
complete disclosure of which is incorporated by reference. 
25 Another class of CETP inhibitors that finds utility with the present 

invention consists of substituted 1 ,2,4-triazoles having the Formula IX 

N— N 

R IX-1 N R IX-3 

I 

R lX-2 

Formula IX 

or a pharmaceutical^ acceptable salt or tautomer thereof; 

wherein Rk-i is selected from higher alkyl, higher alkenyl, higher alkynyl, aryl, 
30 aralkyl, aryloxyalkyl, alkoxyalkyl, alkylthioalkyl, arytthioalkyl, and cycloalkylalkyl; 



\ 
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wherein Row is selected from aryl, hetenoaryl, cycloalkyl, and cycloalkenyl, 
wherein 

Rix-2 Is optionally substituted at a substitutable position with one or more radicals 
independently selected from alkyl, haloalkyl, alkylthio, alkylsulfinyl, alkylsulfonyl, 
5 alkoxy, halo, arytaxy, aralkyloxy, aryl, aralkyl, aminosuifonyl, amino, monoalkylamino 
and dialkylamino; and 

wherein Rix.3 is selected from hydrido, -SH and halo; 
provided Rdc- 2 cannot be phenyl or4-methylphenyl when Rix-i is higher alkyl and when 
Row is BSH. 

10 Compounds of Formula IX are disclosed in WO 9914204, the complete 

disclosure of which is incorporated by reference. 

In a preferred embodiment the CETP inhibitor is selected from the 

following compounds of Formula IX: 

2,4-dihydno-4-(3-methoxyphenyl)^ 
15 N 
2,4-dihydrc>4-(24luorophenyl)-54^ 

2,4<Iihydro^(2^ethylphenyl^ 

20 2,4^ihydno^(3^chlorophenyl>-&-tridecyl-3H-1 ,2,4-triazole-3-thione; 

2, 4^ihydro^(2-methoxyphenyl)-5-tridecyl-3H-1 , 2,4-triazole-3-thione; 

2,4-dihydro^(3Hiiefhylphe 

25 

^cydohexyW^ihydro-S^ 
2,4Klihydro-4K3i3yridyl)-5-tridec^-3H.1,2,4-tri^ 
30 2,4KiihydrcH4-(2-ethoxyphenyl)-5-tridecyl-3H-1 ,2,4-triazoie-3-thione; 
2,4^ihydro-4-(2,6-dimethylphen^ 

2,4-dihydro-4-(4-phenoxyphe^yl^5-tridecy^3H-1 ,2,4-triazoIe- 3-thlone; 

35 

4-(1 .S-benzodioxol-S-yl^^dihydro-S-tridecyl-SH-l ,2,4- triazole-3-thione; 
4-(2-chlorophenyl)-2 l 4-dihydrD-5-tridecyl-3H-1 ,2,4-triazole-3-thione; 
40 2,4-dihydro-4-(4-methoxyphenyl)-5-tridecyl-3H-1 ,2,4-triazo!e-3-thione; 
2,4Klihydro-5-tride<^1-4-{3-trifluoromethylp^ 
2,4-dihydro-5-tridecyl-4-(3-fluorophenyl)-3H-1 ,2,4-triazole-3-thione; 

45 
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25 



30 



-54- 

4-(3-chlorcH^methylphenyl)-2.4KJihydr(>54ridecyl-3H^ 

2/Wihydro^(2-methylthiophenyO^^ 

4-(44)enzyloxyphenyO-2,4KJihydr^ 

2,4Hdihydro^(2-naphthyl)-54ridecyl-3H-1 t 2,4-tri 

2,4^ihydro-5-tridecyl^(4-^ 

2,4-dihydro-4-(1 -naphthyl)^tridecyWH-1 ,2 Atria2fcle-3-thione; 
2Adihydro^(3-me%Ithiophenyl)-5-tridec^^ 
2Adihydro^(4-methylthiophenyl)-M^ 
2,4^ihydro^(3 t 4^imethoxyphen^^ 



2Adihydro^(2,5^imethoxyphenyl)-5^ 

2,4<iihydro^(2-methoxy-5-chl(^ 

4-(4-aminosu!fonylphenyl)-2,4^ihydr^ 

2,4<lihydrch5Hjodecyl^3-methoxyphenyl)-3H-1 l 2,4-tri 

2 l 4^ihydro^(3-methoxyphenyl)-54etradecyt-3H-1 l 2 l 4-tri 

2,4^ihydro-4-(3-methoxyphenyI)-5-undecy|-3H-1 ,2,4-triazole-3-thione; and 

2,4<iihydrch(4Hiiethoxyphenyl}-5-pentadecyl-3H-1 f 2,4-tri 

Another class of CETP inhibitors that finds utility with the present 
invention consists of hetero-tetrahydroquinolines having the Formula X 



and pharmaceutical^ acceptable salts, enantiomere, or stereoisomers or N-oxides of 
said compounds; 
in which 




Formula X 



f 



40 
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Ax represents cycloalkyl with 3 to 8 carbon atoms or a 5 to 7-membered, 
saturated, partially saturated or unsaturated, optionally benzo-condensed heterocyclic 
ring containing up to 3 heteroatoms from the series comprising S, N and/or O, that in 
case of a saturated heterocyclic ring is bonded to a nitrogen function, optionally 
5 bridged over it, and in which the aromatic systems mentioned above are optionally 
substituted up to 5-times in an identical or different substituents in the form of halogen, 
nitro, hydroxy; trifluoromethyl, trifluoromethoxy or by a straight-chain or branched alkyl, 
acyl, hydnoxyalkyl or alkoxy each having up to 7 carton atoms or by a group of the 
formula BNRx^R^, < 
10\ in which 

R X -3 and R X -4 are identical or different and denote hydrogen, phenyl or straight- 
chain or branched alkyl having up to 6 carbon atoms, 
or 



15 



A x represents a radical of the formula 



o 




D x represents an aryl having 6 to 10 carbon atoms, that is optionally 
20 substituted by phenyl, nitro, halogen, trifluormethyl or trifluormethoxy, or it represents a 
radical of the formula 



R X-7 




*x-5 — L x — '\ or Rx " 9 — T x — V x — 

in which 

Rx^, Rx-e and R*^ independently of one another denote cycloalkyl having 3 to 6 
25 carbon atoms, or an aryl having 6 to 1 0 cartx>n atoms or a 5- to 7-membered aromatic, 
optionally benzo-condensed saturated or unsaturated, mono-, bh or tricyclic 
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10 



15 



20 



25 



heterocyclic ring from the series consisting of S, N and/or O, in which the rings are 
substituted, optionally, in case of the nitrogen containing aromatic rings via the N 
function, with up to 5 identical or different substituents in the form of halogen, 
trifluoromethyl, nitro, hydroxy, cyano, carbonyl, trifluoromethoxy, straight straight-chain 
or branched acyl, alkyl, alkytthio, alkylalkoxy, alkoxy, or alkoxycarbonyl each having up 
to 6 carbon atoms, by aryl or trifluoromethyl-substituted aryl each having 6 to 10 
carbon atoms or by an, optionally benzo-condensed, aromatic 5- to 7-membered 
heterocyclic ring having up to 3 heteroatoms from the series consisting of S, N, and/or 
O, and/or substituted by a group of the formula BOR^io, -SRx-n, S0 2 Rx-i2 or BNRx. 
13RX-U i 
in which 

Rx.10, Rx-11 and R^ i2 independently from each other denote aryl having 6 to 10 
carbon atoms, which is in turn substituted with up to 2 identical or different substituents 
in the form of phenyl, halogen or a straight-chain or branched alkyl having up to 6 
carbon atoms, 

Rx-13 and R x . 14 are identical or different and have the meaning of and Rx4 
indicated above, 
or 

R*5 and/or Rx* denote a radical of the formula 



R X -7 denotes hydrogen or halogen, and 

R X -8 denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy, 
trifluoromethoxy, straight-chain or branched alWoxy or alkyl having up to 6 carbon 
atoms or a radical of the formula 
BNRx-isRx-ie, 
in which 

Rx.15 and Rx-ie are identical or different and have the meaning of R x ^ and R x ^ 
indicated above, 
or 
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Rx.7 and R M together form a radical of the formula =0 or =NRx-i 7f 
in which 

Rx.t7 denotes hydrogen or straight chain or branched alkyl, alkoxy or acyl 
having up to 6 carbon atoms, 
5 Lx denotes a straight chain or branched alkylene or alkenylene chain having up 

to 8 carbon atoms, that are optionally substituted with up to 2 hydroxy groups, 

T x and X x are identical or different and denote a straight chain or branched 
alkylene chain with up to 8 carbon atoms 

r 

or 

10 T x or Xx denotes a bond, 

V x represents an oxygen or sulfur atom or an BNRx. 18 -group f in which 
Rx-18 denotes hydrogen or straight chain or branched alkyl with up to 6 carbon 
atoms or phenyl, 

E x represents cycloalkyl with 3 to 8 carbon atoms, or straight chain or 
1 5 branched alkyl with up to 8 carbon atoms, that is optionally substituted by cycloalkyl 
with 3 to 8 carbon atoms or hydroxy, or represents a phenyl, that is optionally 
substituted by halogen or trifluoromethyl, 

R x .i and Rx- 2 together form a straight-chain or branched alkylene chain with up 
to 7 carbon atoms, that must be substituted by carbonyl group and/or by a radical with 
20 the formula 

(CH 2 ) a — CH 2 9" 
iji _ W pjH, V _ or « 

in which a and b are Identical or different and denote a number equaling 1 ,2, or 3, 

Rx.19 denotes hydrogen, cycloalkyl with 3 up to 7 carbon atoms, straight chain 
or branched silylalkyl with up to 8 carbon atoms or straight chain or branched alkyl with 

25 up to 8 carbon atoms, that are optionally substituted by hydroxy!, straight chain or 
branched alkoxy with up to 6 carbon atoms or by phenyl, which in turn might be 
substituted by halogen, nitro, trifluormethyl, trifluoromethoxy or by phenyl or by 
tetrazole-substituted phenyl, and alkyl, optionally be substituted by a group with the 
formula BORx-22, 

30 in which 

Rxr22 denotes a straight chain or branched acyl with up to 4 carbon atoms or 

benzyl, 
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or 

Rx-19 denotes straight chain or branched acyl with up to 20 carbon atoms or 
benzoyl , that is optionally substituted by halogen , trifluoromethyl, nitro or 
trifluoromethoxy, or it denotes straight chain or branched fluoroacyl with up to 8 carbon 
5 atoms and 9 fluorine atoms, 

Rx-20 and Rxai are identical or different and denote hydrogen, phenyl or straight 
chain or branched alkyl with up to 6 carbon atoms, 
or 

j 

Rx-20 and Rx*i together form a 3- to 6- membered carbocyclic ring, and the 
1 0 carbocyclic rings formed are optionally substituted, optionally also geminally, with up to 
six identical or different substituents in the form of triflouromethyl, hydroxy, nitrile, 
halogen, carboxyl, nltro, azido, cyano, cycloalkyl or cycloalkyloxy with 3 to 7 carbon 
atoms each, by straight chain or branched alkoxycarbonyl, alkoxy or alkylthio with up 
to 6 carbon atoms each or by straight chain or branched alkyl with up to 6 carbon 
15 atoms, which in turn is substituted with up to 2 identically or differently by hydroxyl, 
benzyloxy, trifluoromethyl, benzoyl, straight chain or branched alkoxy, oxyacyl or 
carbonyl with up to 4 carbon atoms each and/or phenyl, which may in turn be 
substituted with a halogen, trifuoromethyl or trifluoromethoxy, and/or the formed 
carbocyclic rings are optionally substituted, also geminally, with up to 5 identical or 
20 different substituents in the form of phenyl, benzoyl, thlophenyl or sulfonylbenzyl, 

which in turn are optionally substituted by halogen, trifluoromethyl, trifluoromethoxy or 
nitro, and/or optionally are substituted by a radical with the formula 

-SOrCeHs, -<CO) d NRx*3R X -24 or =0, 

25 In which 

c denotes a number equaling 1 , 2, 3, or 4, 
d denotes a number equaling 0 or 1 , 

Rx^3 and Rx^ 4 are identical or different and denote hydrogen, cycloalkyl with 3 
to 6 carbon atoms, straight chain or branched alkyl with up to 6 carbon atoms, benzyl 
30 or phenyl, that is optionally substituted with up to 2 identically or differently by halogen, 
trifluoromethyl, cyano, phenyl or nitro, and/or the formed carbocyclic rings are 
substituted optionally by a spiro-Iinked radical with the formula 
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< 




VVY X R X -25 V Rx-26 \) R 



W^26 W r-, / ' 

w x -r x AflWU O d Rx-33 



in which 

W x denotes either an oxygen or a sulfur atom 
5 Y x and Y* x together form a 2 to 6 membered straight chain or branched 

alkylene chain, 

e denotes a number equaling 1, 2, 3, 4, 5, 6, or 7, 
f denotes a number equaling 1 or 2, 

R*25. Rx-2B, Rx-27 , Rx-2* Rxo. Rx-so and Rx-31 are identical or different and 
10 denote hydrogen, trifluoromethyl, phenyl, halogen or straight chain or branched alkyl or 
alkoxy with up to 6 carbon atoms each, 
or 

Rx-25 and R x .2b or R X -27 and Rx-a respectively form together a straight chain or 
branched alkyl chain with up to 6 carbon atoms, 
15 or 

Rx-25 and Rx-as or Rx-27 and Rx*a each together form a radical with the formula 

W x — CH 2 



Wx __ (CH 2 ) g 

in which 

W x has the meaning given above, 
20 g denotes a number equaling 1 , 2, 3, 4, 5, 6, or 7, 

Rx-32 and R*^ form together a 3- to 7- membered heterocycle, which contains 
an oxygen or sulfur atom or a group with the formula SO, S0 2 or 

in which 

25 Rx34 denotes hydrogen, phenyl, benzyl or straight or branched alkyl with up to 

4 carbon atoms. 

Compounds of Formula X are disclosed in WO 9914215, the complete 
disclosure of which is incorporated by reference. 
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In a preferred embodiment, the CETP inhibitor is selected from the following 

compounds of Formula X: 

2-cydopentyW-hydroxy-7,7-dimethyl^(3^ 
tetrahydroquinoline; 

5 

2-cydopentyl-3-{fluoro-(4-tn^ 

thienyi^S^J.S-tetrahydnoquinolinejand 

2KydopentyI-54iydroxy-7,7^imeth^ 
10 tetrahydroquinoline. 

Another dass of CETP inhibitors that finds utility with the present invention consists 
of substituted tetrahydro naphthalines and analogous compound having the Formula 
XI 

15 




Formula XI 

and stereoisomers, stereoisomer mixtures, and salts thereof, in which 

Axj stands for cydoalkyl with 3 to 8 carbon atoms, or stands for aryl with 6 to 10 
carbon atoms, or stands for a 5- to 7-membered, saturated, partially unsaturated or 

20 unsaturated, possibly benzocondensated, heterocyde with up to 4 heteroatoms from 
the series S, N and/or O, where aryl and the heterocyclic ring systems mentioned 
above are substituted up to 5-fold, identical or different, by cyano, halogen, nitro, 
carboxyl, hydroxy, trifluoromethyl, trifluoro- methoxy, or by straight-chain or branched 
alkyl, acyl, hydroxyalkyl, alkylthio, alkoxycarbonyl, oxyalkoxycarbonyl or alkoxy each 

25 with up to 7 carbon atoms, or by a group of the formula 

in which 

Rxw and Rxw are identical or different and denote hydrogen, phenyl, or 
straight-chain or branched alkyl with up to 6 carbon atoms 
30 Dx stands for a radical of the formula 
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in which 



s 

10 



15 



20 



25 



Rxn» Rxw and R^, independent of each other, denote cydoalkyl with 3 to 6 



membered, possibly benzocondensated, saturated or unsaturated, mono-, bi- or 
tricyclic heterocycle with up to 4 heteroatoms of the series S, N and/or O, where the 
cycles are possibly substitutedCin the case of the nitrogen-containing rings also via the 
N-functionCup to 5-fold, identical or different, by halogen, trifluoromethyl. nitro, 
hydroxy, cyano, carboxyl, trifluoromethoxy, straight-chain or branched acyl, alkyl, 
alkylthio, alkyialkoxy, alkoxy or alkoxycarbonyl with up to 6 carbon atoms each, by aryl 
or trifluoromethyl substituted aryl with 6 to 10 carbon atoms each, or by a possibly 
benzocondensated aromatic 5- to 7-membered heterocycle with up to 3 heteroatoms 
of the series S, N and/or O, and/or are substituted by a group of the formula 

in which 

Rxmo, Rxm and Rxn 2 , independent of each other, denote aryl with 6 to 10 
carbon atoms, which itself is substituted up to 2-fold, identical or different, by phenyl, 
halogen, or by straight-chain or branched alkyl with up to 6 carbon atoms, 

Rxn3 and Rxm4 are identical or different and have the meaning given above for 

RxwandRxM, ' 
or 

Rxw and/or Rxw denote a radical of the formula 



Rxw denotes hydrogen, halogen or methyl, 

and 

Rxw denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy, 
trifluoromethoxy, stratght-chain or branched alkoxy or alkyl with up to 6 carbon atoms 
each, or a radical of the formula -NRxmsRxmb, 
in which 



carbon atoms, or denote aryl with 6 to 10 carbon atoms, or denote a 5- to 7- 

■5J 
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Rxus and Rxj-16 are identical or different and have the meaning given above for 
Rx^andRxw, 
or 

R)o.7 and Rxw together form a radical of the formula =0 or =NRxm 7 , in which 
5 Rxm7 denotes hydrogen or straight-chain or branched alkyl, alkoxy or acyl with 

up to 6 carbon atoms each, 

Ln denotes a straight-chain or branched alkylene- or alkenylene chain with up 
to 8 carbon atoms each, which is possibly substituted up to 2-fold by hydroxy, 

Txi and Xxi are identical or different and denote a straight-chain or branched 
10 alkylene chain with up to 8 carton atoms, 
or 

Txi and Xxi denotes a bond, 

Vxi stands for an oxygen- or sulfur atom or for an -NRxm 8 group, 
in which 

1 5 Rxue denotes hydrogen or straight-chain or branched alkyl with up to 6 carbon 

atoms, or phenyl, v 

Eh stands for cycloalkyl with 3 to 8 carbon atoms, or stands for straight-chain 
or branched alkyl with up to 8 carbon atoms, which is possibly substituted by cycloalkyl 
with 3 to 8 carbon atoms or hydroxy, or stands for phenyl, which is possibly substituted 
20 by halogen or trifluoromethyl, 

Rxu and Rxw together form a straight-chain or branched alkylene chain with up 
to 7 carbon atoms, which must be substituted by a carbonyl group and/or by a radical 
ofthefOormula 

(CH 2 ) — CH 2 9" 

ij> M pf<l V or „ f>** 

25 in which 

a and b are identical or different and denote a number 1 , 2 or 3 
Rxu9 denotes hydrogen, cycloalkyl with 3 to 7 carbon atoms, straight-chain or 
branched silylalkyl with up to 8 carbon atoms, or straight-chain or branched alkyl with 
up to 8 carbon atoms, which is possibly substituted by hydroxy, straight-chain or 
30 branched alkoxy with up to 6 carbon atoms, or by phenyl, which itself can be 

substituted by halogen, nitro, trifluoromethyl, trtfluoromethoxy or by phenyl substituted 
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by phenyl or tetrazol, and alkyl is possibly substituted by a group of the formula -ORxu 

22, 

in which 

Rxi-22 denotes straight-chain or branched acyl with up to 4 carbon atoms, or 

5 benzyl, 
or 

Rxn9 denotes straight-chain or branched acyl with up to 20 carbon atoms or 
benzoyl, which is possibly substituted by halogen, trifluoromethyl, nitro or 
trifluoromethoxy, or denotes straight-chain or branched fluoroacyl with up to 8 carbon 
10 atoms and 9 fluorine atoms, 1 

Rxi-2o and R^ are identical or different, denoting hydrogen, phenyl or straight- 
chain or branched alkyl with up to 6 carbon atoms, 
or 

Rh-2d and Rx^i together form a 3- to 6-membered carbocycle, and, possibly 
15 also geminally, the alkylene chain formed by Rxu and Rxj. 2 , is possibly substituted up 
to 6-fold, identical or different, by trifluoromethyl, hydroxy, nitrile, halogen, carboxyl, 
nitro, azido, cyano, cydoalkyl or cycloalkyloxy with 3 to 7 carbon atoms each, by 
straight-chain or branched alkoxycarbonyl, alkoxy or alkoxythio with up to 6 carbon 
atoms each, or by straight- chain or branched alkyl with up to 6 carbon atoms, which 
20 itself is substituted up to 2-fold, 

identical or different, by hydroxy!, benzyloxy, trifluoromethyl, benzoyl, straight-chain or 
branched alkoxy, oxyacyl or carboxyl with up to 4 carbon atoms each, and/or phenyl- 
which itself can be substituted by halogen, trifluoromethyl or trifluoromethoxy , 
and/or the alkylene chain formed by Rxu and R*.2 is substituted, also geminally, 
25 possibly up to 5-fold, identical or different, by phenyl, benzoyl, thiophenyl or 

sulfobenzyl -which themselves are possibly substituted by halogen, trifluoromethyl, 
trifluoromethoxy or nitro, and/or the alkylene chain formed by Rxm and R^ 2 is possibly 
substituted by a radical of the formula 

1,2 

30 

-SOjrCeHs, -{CO)dNRx»43R)a.24 or =0, 

in which 

c denotes a number 1 , 2, 3 or 4, 
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d denotes a number 0 or 1, 

R»^3 and are identical or different and denote hydrogen, cydoalkyl with 3 
to 6 carbon atoms, straight-chain or branched alkyl with up to 6 carbon atoms, benzyl 
or phenyl, which is possibly substituted up to 2-fold, identical or different, by halogen, 
trifluoromethyl, cyano, phenyl or nitro, and/or the alkylene chain formed by Rxm and 
Rxw is possibly substituted by a spiro-jointed radical of the formula 




( CR xi-29 R x»^c)f ( or 



in which 

Wxi denotes either an oxygen or a sulfur atom, 
1 0 Yxi and Yxj together form a 2- to 6-membered straight-chain or branched 

alkylene chain, 

e is a number 1 , 2, 3, 4, 5, 6 or 7, 
f denotes a number I or 2, 

Rxwsi R»-2Bi Rxw7. Rxi-28i Rxi-29t Rxwo and R)0-3i are identical or different and 
1 5 denote hydrogen, trifluoromethyl, phenyl, halogen, or straight-chain or branched alkyl 
or alkoxy with up to 6 carbon atoms each, 
or 

Rxk25 and R^ or Rx«7 and R^ together form a straight-chain or branched 
alkyl chain with up to 6 carbon atoms, 
20 or 

RxHs and Rxr-2s or Rxm and R^28 together form a radical of the formula 
W x| — CH 2 



V^ — (CH 2 ) g 

in which 

Wxi has the meaning given above, 
25 g is a number 1, 2, 3, 4, 5, 6 or 7, 

R)a-32 and Rx^ together form a 3- to 7-membered heterocycle that contains an 
oxygen- or sulfur atom or a group of the formula SO, S0 2 or -NRxw* 
in which 
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Rxi^4 denotes hydrogen, phenyl, benzyl, or straight-chain or branched alkyl with up to 4 
carbon atoms. 

Compounds of Formula XI are disclosed in WO 9914174, the complete 
disclosure of which is incorporated by reference. 

Another class of CETP inhibitors that finds utility with the present 
invention consists of 2-aryl-substituted pyridines having the Formula (XII) 




N ^ 
Formula XII 

or pharmaceutical^ acceptable salts, enantiomers, or stereoisomers of said 
10 compounds, 
in which 

Axn and Exh are identical or different and stand for aryl with 6 to 10 carbon 
atoms which is possibly substituted, up to 5-fold identical or different, by halogen, 
hydroxy, trifluoromethyl, trifluoromethoxy, nitro or by straight-chain or branched alkyl, 
1 5 acyl, hydroxy alkyl or alkoxy with up to 7 carbon atoms each, or by a group of the 
formula -NRxmRxiw, 
where ) 

Rxim and Rxiw are identical or different and are meant to be hydrogen, phenyl 
or straight-chain or branched alkyl with up to 6 carbon atoms, 
20 Dxn stands for straight-chain or branched alkyl with up to 8 carbon atoms, 

which is substituted by hydroxy, 

Lxii stands for cycloalkyl with 3 to 8 carbon atoms or for straight-chain or 
branched alkyl with up to 8 carbon atoms, which is possibly substituted by cycloalkyl 
with 3 to 8 carbon atoms, or by hydroxy, 
25 Txii stands for a radical of the formula Rxn-r-Xxir or 

^xji-ss^/^xii-e 

t 

where 

Rxd-3 and Rxiw are identical or different and are meant to be cycloalkyl with 3 to 
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8 carbon atoms, or aryl with 6 to 10 carbon atoms, or a 5- to 7-membered aromatic, 
possibly benzocondensated heterocyde with up to 3 heteroatoms from the series S, N 
and/or O, which are possibly substituted, up to 3-fold identical or different, by 
trifiuoromethyl, trifluoromethoxy, halogen, hydroxy, carboxyl, nitro, by straight-chain or 
5 branched alkyl, acyl, alkoxy or alkoxycarbonyl with up to 6 carbon atoms each, or by 
phenyl, phenoxy or phenylthio which in turn can be substituted by halogen. ^ 
trifiuoromethyl or trifluoromethoxy, and/or where the cycles are possibly substituted by 
a group of the formula -NR^Rxiw, 
where 

10 Raw and Rxm> are identical or different and have the meaning of Rxin and R^ 

given above, 

Xxn is a straight-chain or branched alkyl or alkenyl with 2 to 10 carbon atoms 
each, possibly substituted up to 2-fold by hydroxy or halogen, 
Rxi W stands for hydrogen, 

15 and 

Rxu.6 means to be hydrogen, halogen, mercapto, azido, trifiuoromethyl, 
hydroxy, trifluoromethoxy, straight-chain or branched alkoxy with up to 5 carbon 
atoms, or a radical of the formula BNRxiwRxruo, 
where 

20 Rxh-o and Rxino are identical or different and have the meaning of and Rxn- 2 

given above, 
or 

Rxn.5 and R^, together with the carbon atom, form a carbonyl group. 

Compounds of Formula XII are disclosed in EP 796846-A1 , U.S. Patent 
25 6,127,3^3 and U.S. Patent 5,925,645 the complete disclosures of which are 
incorporated by reference. 

In a preferred embodiment, the CETP inhibitor is selected from the 
following compounds of Formula XII: 

30 4,6-Ws-(p-fluorophenyl)-2wsopro 
hydroxyethyl)pyridine; 

2,4-bis-(4-fluorophenyl)^is^ 

hydroxymethyl)pyridine; and 

35 

2,4-bis-(4-fluorophenyl)^sopropyL^ 
hydroxymethyl)pyridine. 



v 
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Another class of CETP inhibitors that finds utility with the present invention 
consists of compounds having the Formula (XIII) 

5 




^ *xni-3 



Formula XIII 

or pharmaceutical^ acceptable salts, enantiomers, stereoisomers, hydrates, or 
solvates of said compounds, in which 
1 0 Rxih is a straight chain or branched C^o alkyl; straight chain or branched C2-10 

alkenyl; halogenated lower alkyl; C^o cycloalkyl that may be substituted; C« 
cycloalkenyl that may be substituted; C3-10 cycloalkyl C,. 10 alkyl that may be 
substituted; aryl that may be substituted; aralkyl that may be substituted; or a 5- or 6- 
membered heterocyclic group having 1 to 3 nitrogen atoms, oxygen atoms or sulfur 
1 5 atoms that may be substituted, 

Xxni-1, Xxni*. Xxn W) Xxhm may be the same or different and are a hydrogen atom; 
halogen atom; lower alkyl; halogenated C^ lower alkyl; C M lower alkoxy, cyano 
group; nitro group; acyl; or aryl, respectively; 
Yxin is -CO-; or BSO r ; and 
20 Zxin is a hydrogen atom; or mercapto protective group. 

Compounds of Formula XIII are disclosed in WO 98/35937, the complete 
disclosure of which is incorporated by reference. 

In a preferred embodiment, the CETP inhibitor is selected from the following 
compounds of Formula XIII: 

25 

N.NMdithiod^l-phenyteneJbisp^imethyl-propanamide]; 
N,N , -(dithiodl-2,1-phenylene)bis[lHTiethyl-cydohexanecarboxamide]; 
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. N , NXdithiodW, 1 -phenylene)bis[1 -(3-methylbutyl)-cyclopentanecarboxamide]; 
N l N-(dithiodi-2,1 -phenylene)bis[1 -(3-methylbutyl)-cydohexanecarbo)camide]; 

5 

N,isr-(dith!0di-2 t 1-pte^ 

N,Nr-(dithiodi-2,1-phenyi^^ 

10 propanethioic acid, 2-methyl-,Sl2[[[1-(2^thylbrt 
ester, 



15 



propanethioic acid, 2,2-dimethyI-, S-{2-HI1-(2- 
e%lbu^)cydohexy0carbony0amino]phenyl] ester, and 

ethanethioic add, S-[2-[Q>(2-ethylbutyl)cyd9hex^ ester. 



Another dass of CETP inhibitors that finds utility with the present invention 
20 oonsists of polycydic aryl and heteroaryl terliary-heteroalkylamines having the Formula 
XIV 



R xiv- 



16' 



v xrv 



IV -1 




R 



R xr 



•XIV- 6 



V-5 > 



' K X 



IV- 1 



J XIV-1 



Dxiv 7 



xrv-2 



*"XIV-7 



/ 



*XIV-4 



xrv-2 



XIV- 8 



[ (CR xrv-3 H) N 



^xiv" 
/ 



^XIV-15 



XIV- 2 



•XIV- 14 



L XIV 



*XIV-13 °XIV-4 




/ 
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^XIV-3 
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- J XIV-3 R XIV-10 



J XIV-4 



/ 



iciv-12 



*ocrv-ii 



WO 03/000295 



PCT/IB02/01571 



-69- 

Formula XIV 

and pharmaceutical^ acceptable forms thereof, wherein: 

nxiv Is an integer selected from 0 through 5; 
5 Rxiv-i is selected from the group consisting of haloalkyl, haloalkenyl, 

haloalkoxyalkyl, and haloalkenyloxyalkyl; 

X w is selected from the group consisting of O, H, F, S, S(0),NH, N(OH), 
N(alkyl), and N(alkoxy); 

Rxjv. 16 is selected from the group consisting of hydrido, alkyl, alkenyl, alkynyl, 
10 aryl, aralkyl, aryloxyalkyl, alkoxyaikyl, alkenyloxyalkyl. alkylthioalkyl, arylthioalkyl, 
aralkoxyalkyl, heteroaralkoxyalkyl, alkylsulfinylalkyl, alkylsulfonylalkyl, cycloalkyl, 
cycloalkylalkyl, 

cycloalkylalkenyl, cycloalkenyl, cycloalkenylalkyl, haloalkyl, haloalkenyl, halocydoalkyl, 
halocycloalkenyl, haloalkoxyalkyl, haloalkenyloxyalkyl, halocydoalkoxyalkyl, 

1 5 halocycloalkenyloxyalkyl, perhaloaryl, perhaloaralkyl, 

perhaloaryloxyalkyl, heteroaryl, heteroarylalkyl, monocariDoalkoxyalkyl, 
monocarboalkoxy, dicarboalkoxyalkyl, monocarboxamido, monocyanoalkyl, 
dicyanoalkyl, carboalkoxycyanoalkyl, acyl, aroyl, heteroaroyl, 
heteroaryloxyalkyl, dialkoxyphosphonoalkyl, trialkylsilyl, and a spacer selected from the 

20 group consisting of a covalent single bond and a linear spacer moiety having from 1 
through 4 contiguous atoms linked to the point of bonding of an aromatic substituent 
selected from the group consisting of R m *, Rxiv-e, Rx/v-e, and Rxiv-13 to form a 
heterocydyl ring having from 5 through 10 contiguous members with the provisos that 
said spacer moiety is other than a covalent single bond when Rxiv^is alkyl and there is 

25 no Rxi\M6 wherein X is H or F; 

Dxrv.1t Dxiv-2, Jxjv-i, Jxiv-2 and Kxiv-1 are independently selected from the group 
consisting of C, N, O, S and a covalent bond with the provisos that no more than one 
of Dxi\ai, Dxrv-2, Jxrv-i, Jxiv-2 and Kxiv-1 is a covalent bond, no more than one of Dxiv-1, 
Dxjv-2. Jxiv-1, Jxiv-2 and Kxiv-1 is O, no more than one of D>ov-i, Dxiv-2» Jxiv-1, Jxiv-2 and Kxi\m 

30 is S, one of Dx^, Qxn«, Jxiv-1. Jxw-2 and Kxnm must be a covalent bond when two of 
Dxiv-i, Dxrv-2, Jxiv-1, Jxiv-2 and Kxi\m are O and S, and no more than four of Dxiv-i, Dxiv-2. 
Jw-i, Jxjv-2 and Kxrm ane N; / - 

D>ov-3» Dxiv-4, Jxiv-3t J»\m and Kxiv-2 are independently selected from the group 
consisting of C, N, O, S and a covalent bond with the provisos that no more than one 
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of Dxivs», Dxiv-4, Jxiv-3. Jxi\m and K>ov^ is a covalent bond, no more than one of Dxiv-3. 
Dxw-4f Jw-3. Jwv4 and Kxiv-2 Is O, no more than one of Dxiv-3, Dxiv-4, and Kxiv-2 

is S, one of Dxiv-3, Dxkm, Jkv.3, Jxam and Kxw-2 must be a covalent bond when two of 
Dxiv^, D;q\m, Jxjv^, Jxam and are O and S, and no more than four of D^, Dxiv-4, 

5 J)av-3i Jxiv-4 and Kxiv-2 and Kxiv-2 are N; 

Rxjv-2 is independently selected from the group consisting of hydrido, hydroxy, 
hydroxyalkyl, amino, aminoalkyl, alkylamino, dialkylamino, alkyl, alkenyl, alkynyl, aryl, 
aralkyl, aralkoxyalkyl, aryloxyalkyl, alkoxyalkyl, heteroaryloxyalkyl, alkenyloxyalkyl, 
alkylthioalkyl, aralkytthioalkyl, arylthioalkyf, cycloalkyl, cycloalkylalkyl, cycloalkylalkenyl, 

10 cycloalkenyl, cycloalkenylalkyl, haloalkyl, haloalkenyl, halocycloalkyl, halocydoalkenyl, 
haloaikoxy, aloalkoxyalkyl, haloalkenyloxyalkyl, halocycloalkoxy, 
halocycioalkoxyalkyl, halocydoalkenyloxyalkyl, perhaloaryl, perhaloaralkyl, 
perhaloaryloxyalkyl, hetenoaryl, heteroarylalkyl, heteroarylthioalkyl, 
heteroaralkylthioalkyl, monocarboalkoxyalkyl, dicarboalkoxyalkyl, monocyanoalkyl, 

15 dicyanoalkyl, carboalkoxycyanoalkyl, alkylsulfinyl, alkylsulfonyl, alkylsulfinylalkyl, 
alkylsulfonylalkyl, haloalkylsulfinyl, haloalkylsulfonyl, arylsulfinyl, arylsulfmylalkyl, 
arylsulfonyl, arylsulfonylalkyl, aralkylsulfinyl, aralkylsulfonyl, cycloalkylsuffinyl, 
cycloalkylsulfonyl, cycloalkylsulfinylalkyl, cycloalkylsufonylalkyl, heteroarylsulfonylalkyl, 
heteroarylsulfinyl, heteroarylsulfonyl, heteroarylsulfinylalkyl, aralkylsulfinylalkyl, 

20 aralkylsulfonylalkyl, carboxy, carboxyalkyl, carboalkoxy, carboxamide, 

carboxamidoalkyl, carboaralkoxy, dialkoxyphosphono, diaralkoxyphosphono, 
dialkoxyphosphonoalkyl, and diaralkoxyphosphonoalkyl; 

Rxiv-2 and Rxiv-3 are taken together to form a linear spacer moiety selected from 
the group consisting of a covalent single bond and a moiety having from 1 through 6 

25 contiguous atoms to form a ring selected from the group consisting of a cycloalkyl 
having from 3 through 8 contiguous members, a cycloalkenyl having from 5 through 8 
contiguous members, and a heterocyclyl having from 4 through 8 contiguous 
members; 

Rxiv* is selected from the group consisting of hydrido, hydroxy, halo, cyano, 
30 aryloxy, hydroxyalkyl, amino, alkylamino, dialkylamino, acyl, sulfhydryl, acylamido, 
alkoxy, alkylthio, arylthio, alkyl, alkenyl, alkynyl, aryl, 
aralkyl, aryloxyalkyl, alkoxyalkyl, heteroaiylthio, aralkylthio, aralkoxyalkyl, 
alkylsulfinylalkyl, alkylsulfonylalkyl, aroyl, heteroaroyl, aralkytthioalkyl. 
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heteroairalkylthioalkyl, heteroaryloxyalkyl, atkenyloxyalkyl, alkylthioalkyl, arylthioalkyl, 
cycloaikyl, cydoalkylalkyl, cyctoalkylalkenyl, cydoalkenyl, cycloalkenylalkyl, haloalkyl, 
haloalkenyl, halocydoalkyl, halocycloaikenyl, haloalkoxy, haloalkoxyaikyl, 
haloalkenyloxyalkyl, halocydoalkoxy, 

5 halocydoalkoxyalkyl, halocycloalkenyloxyalkyl, perhaloaryl, perhaloaralkyl, 
perhaloaryloxyalkyl, heteroaryl, heteroarylalkyl, heteroarylthioalkyl, 
monocarboalkoxyalkyl, dicarboalkoxyatkyl, monocyanoalkyl. dicyanoalkyl, 
carboalkoxycyanoalkyl, alkylsulfinyl, alkyisulfonyl, haloalkylsulfinyl, haloalkylsulfonyl, 
arylsulfinyl, aryteulfinylalkyl, arylsulfonyl, arylsulfonylalkyl, aralkylsulfinyl, aralkylsulfonyl, 

10 cydoalkylsulfinyl, cydoalkylsulfonyl, cydoalkylsulfinylalkyl, cydoalkylsufonylalkyl, 
heteroarylsulfonylalkyl, heteroarylsulfinyl, hetenoarylsulfonyl, heteroarylsulfinylalkyl, 
aralkylsuffinylalkyl, aralkylsulfonylalkyl, carboxy, carboxyalkyl, carboalkoxy, 
carboxamide, carboxamidoalkyl, carboaralkoxy, dialkoxyphosphono, 
diaralkoxyphosphono, dialkoxyphosphonoalkyl, and diaralkoxyphosphonoaJkyl; 

15 Yxiv is selected from a group consisting of a covalent single bond,(C(Rxiv- 

wkW wherein qxiv is an integer selected from 1 and 2 and (CH(Rxiv.i4))gxiv-Wxivr 
(CH(Rxi\M4))pxiv wherein gxn/ and pxiv are integers independently selected from 0 and 1; 

Rhv-14 is independently selected from the group consisting of hydrido, hydroxy, 
halo, cyano, aryloxy, amino, alkylamino, dialkylamino, hydroxyalkyl, acyl, aroyl, 

20 heteroaroyl, heteroaryloxyalkyl, sulfhydryl, acylamido, alkoxy, alkylthio, arylthio, alkyl, 
alkenyl, alkynyl, aryl, aralkyl, aryloxyalkyl, aralkoxyalkylalkoxy, alkylsulfinylalkyl, 
alkylsulfonylalkyl, aralkylthioalkyl, heteroaralkoxythioalkyl. alkoxyalkyl, 
heteroaryloxyalkyl, atkenyloxyalkyl, alkylthioalkyl, arylthioalkyl, cycloaikyl, 
cydoalkylalkyl, cydoalkylalkenyl, cycloalkenyl, cycloalkenylalkyl, haloalkyl, haloalkenyl, 

25 halocycloalkyl, halocycloaikenyl, haloalkoxy, haloalkoxyaikyl, haloalkenyloxyalkyl, 
halocydoalkoxy, halocydoalkoxyalkyl, halocycloalkenyloxyalkyl, perhaloaryl, 
perhaloaralkyl, perhaloaryloxyalkyl, heteroaryl, heteroarylalkyl, heteroarylthioalkyl, 
heteroaralkylthioalkyl, monocarboalkoxyalkyl, dicarboalkoxyalkyl, monocyanoalkyl, 
dicyanoalkyl, carboalkoxycyanoalkyl, alkylsulfinyl, alkyisulfonyl, haloalkylsulfinyl, 

30 haloalkylsulfonyl, arylsulfinyl, aryteulfinylalkyl, arylsuffonyl, arylsulfonylalkyl, 
aralkylsulfinyl, aralkylsulfonyl, cydoalkylsulfinyl, cydoalkylsulfonyl, 
cydoalkylsulfinylalkyl, cydoalkylsufonylalkyl, heteroarylsulfonylalkyl, heteroarylsulfinyl, 
heteroarylsulfonyl, heteroarylsulfinylalkyl, aralkylsulfinylalkyl, aralkylsulfonylalkyl, 
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carboxy, carboxyalkyl, carboaikoxy, carboxamide, carboxamidoalkyl, carboaralkoxy, 
dialkoxyphosphono, diaralkoxyphosphono, 

dialkoxyphosphonoalkyl, diaralkoxyphosphonoalkyl, a spacer selected from a moiety 
having a chain length of 3 to 6 atoms connected to the point of bonding selected from 
5 the group consisting of Rxiv-q and Rwn to form a ring selected from the group 

consisting of a cycloalkenyl ring having from 5 through 8 contiguous members and a 
heterocyclyl ring having from 5 through 8 contiguous members and a spacer selected 
from a moiety having a chain length of 2 to 5 atoms connected to the point of bonding 
selected from the group consisting of Rxkm and to form a heterocyclyl having 

1 0 from 5 through 8 contiguous members with the proviso that, when Yxiv is a covalent 
bond, an Rxr/.u substituent is not attached to Y^; 

Rxjv-14 and Rw-u, when bonded to the different atoms, are taken together to 
form a group selected from the group consisting of a covalent bond, alkylene, 
haloalkylene, and a spacer selected from a group consisting of a moiety having a 

1 5 chain length of 2 to 5 atoms connected to form a ring selected from the group of a 
saturated cycloalkyl having from 5 through 8 contiguous members, a cycloalkenyl 
having from 5 through 8 contiguous members, and a heterocyclyl having from 5 
through 8 contiguous members; 

Rxiv-14 and R w .i4, when bonded to the same atom are taken together to form a 

20 group selected from the group consisting of oxo, thiono, alkylene, haloalkylene, and a 
spacer selected from the group consisting of a moiety having a chain length of 3 to 7 
atoms connected to form a ring selected from the group consisting of a cycloalkyl 
having from 4 through 8 contiguous members, a cycloalkenyl having from 4 through 8 
contiguous members, and a heterocyclyl having from 4 through 8 contiguous 

25 members; 

Wjqv is selected from the group consisting of O, C(0), C(S), C(0)N(Rxi\/-i4). 
C(S)N(Rxrv.i4). (Rxn/-14)NC(0), (R*v-14)NC(S), S, S(O), S<0) 2 . S(0)2N(FWi4). (FW 

1 4 ) NS(0) 2 , and N(Rxv-i 4 ) with the proviso that Rxw. 14 is selected from other than halo 
and cyano; 

30 Zxiv is independently selected from a group consisting of a covalent single 

bond, (C(Rxiv-i5)2)qxiv-2 wherein qxiv-2 is an integer selected from 1 and 2, (CH(Rxiv- 

15) >pov-W-(CH(Rxiv-i5))kxiv wherein jxiv and rxiv are integers independently selected from 
0 and 1 with the proviso that, when Zxiv is a covalent single bond, an Rxw-15 substituent 
is not attached to Z^; 



i 



> 
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Rxw-15 is independently selected, when Z m is^Rxiv-iskW wherein ^ Is an 
5 integer selected from 1 and 2, from the group consisting of hydrido, hydroxy, halo, 
cyano, aryloxy, amino, alkylamino, dialkylamino, hydroxyalkyl, acyl, aroyl, heteroaroyl, 
heteroaryloxyalkyl, sulfhydryl, acylamido, alkoxy, alkylthio, arylthio, alkyl, alkenyl, 
alkynyl, aryl, aralkyl, aryloxyalkyf, aralkoxyalkyl, alkylsulfinylalkyl, alkylsulfonylalkyl, 
aralkylthioalkyl, heteroaralkylthloalkyl, alkoxyalkyl, heteroaryloxyalkyl, alkenyloxyalkyl, 

10 alkylthioalkyl, arylthioalkyl, cycloalkyl, cydoalkylalkyl, cydoalkylalkenyl, cycloalkenyl, 
cycloalkenylalkyl, haloalkyl, haloalkenyl, halocycloalkyl, halocycloalkenyl, haloalkoxy, 
haloalkoxyalkyl, haloaikenyloxyalkyl, halocycloalkoxy, halocycloalkoxyalkyl, 
halocydoaikenyloxyalkyl, perhaloaryl, perhaloaralkyi, perhaloaryfoxyalkyl, heteraaryl, 
heteroarylalkyl, heteroarylthioalkyl./heteroaralkylthioalkyl, monocarboalkoxyalkyl, 

1 5 dicarboalkoxyalkyl, monocyanoalkyi, dicyanoalkyl, carboalkoxycyanoalkyl, alkylsulfinyl, 
alkylsulfonyl, haloalkylsulfinyl, haloalkylsulfonyl, arylsulfinyl, arylsuffinylalkyl, 
arylsulfonyl, arylsuifonylalkyl, aralkylsuifmyl, aralkylsulfonyl, cydoalkylsulfmyl, 
cycloalkylsulfonyl, cycloalkylsutfinylalkyl, cydoalkylsufonylalkyl, heteroarylsulfonylalkyl, 
heteroarylsulfinyl, 

20 heteroarylsulfonyl, heteroarylsulfinylalkyl, aralkylsulfinylalkyl, aralkylsulfonylalkyl, 
carboxy, carboxyalkyl, carboalkoxy, carboxamide, carboxamidoalkyl, carboaralkoxy, 
dialkoxyphosphono, diaralkoxyphosphono, dialkoxyphosphonoalkyl, 
diaralkoxyphosphonoalkyl, a spacer selected from a moiety having a chain length of 3 
to 6 atoms connected to the point of bonding seleded from the group consisting of 

25 Rxi\m and to form a ring selected from the 

group consisting of a cycloalkenyl ring having from 5 through 8 contiguous members 
and a heterocydyf ring having from 5 through 8 contiguous members, and a spacer 
seleded from a moiety having a chain length of 2 to 5 atoms connected to the point of 
bonding seleded from the group consisting of and Rxiv-13 to form a heterocydyl 

30 having from 5 through 8 contiguous members; 

Rxiv-15 and Rxiv-15, when bonded to the different atoms, are taken together to 
form a group selected from the group consisting of a covalent bond, alkylene, 
haloalkylene, and a spacer seleded from a group consisting of a moiety having a 
chain length of 2 to 5 atoms connected to form a ring selected from the group of a 
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saturated cycloalkyl having from 5 through 8 contiguous members, a cycloalkenyl 
having from 5 through 8 contiguous members, and a heterocyclyl having from 5 
through 8 contiguous members; 

Rw-15 and Rxiv-15, when bonded to the same atom are taken together to form a 
5 group selected from the group consisting of oxo, thiono, alkylene, haloalkylene, and a 
spacer selected from the group consisting of a moiety having a chain length of 3 to 7 
atoms connected to form a ring selected from the group consisting of a cycloalkyl 
having from 4 through .8 contiguous members, a cycloalkenyl having from 4 through 8 
contiguous members, and a heterocyclyl having from 4 through 8 contiguous 
10 members; 

Rxi\M5 is independently selected, when Zxjv is (CH(Rxiv-i6)>jxiv-W-<CH(Rxiv.i5)) 
ioov wherein pov and ioov are integers independently selected from 0 and 1, from the 
group consisting of hydrido, halo, cyano, aryloxy, carboxyl, acyl, aroyl, heteroaroyl, 
hydroxyalkyl, heteroaryloxyalkyl, acylamido, alkoxy, alkylthio, arylthio, alkyl, alkenyl, 

1 5 alkynyl, aryl, aralkyl, aryloxyalkyl, alkoxyalkyl, heteroaryloxyalkyl, aralkoxyalkyl, 

heteroaralkoxyalkyl, alkylsulfonylalkyl, alkylsulfinylalkyl, alkenyloxyaikyl, alkylthioalkyl, 
arylthioalkyl, cycloalkyl, cycloalkylalkyl, cydoalkylalkenyl, cycloalkenyl, 
cycloalkenylalkyl, haloalkyl, haloalkenyl, halocycloalkyl, halocycloalkenyl, haloalkoxy, 
haloalkoxyalkyl, haloalkenyloxyalkyl, halocycloalkoxy, halocycloalkoxyalkyl, 

20 halocydoalkenyloxyalkyl, pertialoaryl, perhaloaralkyl, perhaloaryloxyalkyl, heteroaryl, 
heteroarylalkyl, heteroarylthioalkyl, heteroaralkylthioalkyl, 
monocarboalkoxyalkyl, dicart)oa!koxyalkyl, monocyanoalkyf, dicyanoalkyl, 
carboalkoxycyanoalkyl, alkylsulfinyl, aikylsulfonyl, haloalkylsulfinyl, haloalkylsulfonyl, 
arylsulfinyl, arylsulfinylalkyl, arylsulfonyl, arylsulfonylalkyl, aralkylsulfinyl, araikylsulfonyl, 

25 cycloalkylsulfinyl, cycloalkylsulfonyl, cycloalkylsulfinylalkyl, cycloaikylsufonylalkyl, 
heteroarylsulfonylalkyl, heteroarylsulfinyl, heteroarylsulfonyl, heteroarylsulfinylalkyl, 
aralkylsulfinylalkyl, aralkylsulfonylalkyl, carboxyalkyl, carboalkoxy, carboxamide, 
carboxamidoalkyl, carboaralkoxy, dialkoxyphosphonoalkyl, diaralkoxyphosphonoalkyl, 
a spacer selected from a linear moiety having a chain length of 3 to 6 atoms 

30 connected to the point of bonding selected from the group consisting of and Rxiv- 
8 to form a ring selected from the group consisting of a cycloalkenyl ring having from 5 
through 8 contiguous members and a heterocyclyl ring having from 5 through 8 
contiguous members, and a spacer 
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selected from a linear moiety having a chain length of 2 to 5 atoms connected to the 
point of bonding selected from the group consisting of FW-9 and Rxiv-13 to form a 
heterocyclyl ring having from 5 through 8 contiguous members; 

Rxiv-4. Rxw*, Rxp/-6i R*v-7» Rxjv-8, Rxiv-e, Rxv-noi Rxiv-11. Rxjv-12* and Rxiv-13 are 
5 independently selected from the group consisting of perhaloaryloxy, alkanoylalkyl, 
alkanoylalkoxy, alkanoyloxy, N-aryl-N-alkylamino, heterocyciylalkoxy, hetenocyclylthio, 
hydroxyalkoxy, carboxamidoalkoxy, alkoxycarbonylalkoxy, alkoxycarbonylalkenyloxy, 
aralkanoylalkoxy, aralkenoyl, N-aikylcarboxamido, N-haloalkylcarboxamido, 
N-cycloalkylcarboxamido, N-arylcarboxamidoalkoxy, cycloalkylcarbonyl, cyanoalkoxy, 

1 0 heterocyclylcarbonyl, hydrido, carboxy, heteroaralkylthio, heteroaralkoxy, 

cydoalkylamino, acylalkyl, acylalkoxy, aroylalkoxy, heterocyclyloxy, aralkylaryl, aralkyl, 
aralkenyl, aralkynyl, heterocyclyl, perhaloaralkyl, aralkylsulfonyl, aralkylsulfonylalkyl, 
aralkylsulfinyl, aralkylsulfinylaikyl, halocycloalkyl, halocycloalkenyl, cycloalkytsulfinyl, 
cydoalkylsulfinylalkyl, cycloalkylsulfonyl, cydoalkylsulfonylalkyl, heteruarylamino, N- 

1 5 heteroarylamino-N-alkylamino, heteraarylaminoalkyl, haloalkylthio, alkanoyloxy, alkoxy, 
alkoxyalkyl, haloalkoxylalkyl, heteroaralkoxy, cycioalkoxy, cycloalkenyloxy, 
cycloalkoxyalkyl, cycloalkylalkoxy, cycloalkenyloxyalkyl, cycloalkylenedioxy, 
halocycloalkoxy, halocycloalkoxyalkyl, halocydoalkenyloxy, halocycloalkenyloxyalkyl, 
hydroxy, amino, thio, nitro, lower alkylamino, alkylthio, alkylthioalkyl, 

20 arylamino, aralkylamlno, arylthio, arylthioalkyl. heteroaralkoxyalkyl, alkylsulfinyl, 
alkylsulfinylalkyl, arylsulfinylalkyl, arylsulfonyialkyl, hetenoarylsulfinylalkyl, 
heteroarylsulfonylalkyl, alkylsulfonyl, alkylsulfonylalkyl, haloalkylsulflnylalkyl, 
haloalkylsulfonylalkyl, alkylsulfonamido, alkylaminosulfonyl, amidosulfonyl, monoalkyl 
amidosulfonyl, dialkyl amidosulfonyl, monoaiylamidosulfonyl, arylsulfonamido, 

25 diarylamidosutfonyl, monoalkyl monoaryl amidosulfonyl, arylsulfinyl, arylsulfonyl, 
heteroarylthio, heteroarylsulfinyl, heteroarylsulfonyl, heterocyclylsulfonyl, 
heterocyclylthio, alkanoyl, alkenoyl, aroyl, heteroanoyl, aralkanoyl, heteroaralkanoyl, 
haloalkanoyl, alkyl, alkenyl, alkynyl, aikenyloxy, alkenyloxyalky, alkylenedioxy, 
haloalkylenedioxy, cycloalkyl, cycloalkylalkanoyl, cycloalkenyl, lower cycloalkylalkyl, 

30 lower cycloalkenylalkyl, halo, haloalkyl; haloalkenyl, haloalkoxy, hydroxyhaloalkyl, 
hydroxyaralkyl, hydroxyaikyl, hydoxyheteroaralkyl, haloalkoxyalkyl, aryl, 
heteroaralkynyl, aryloxy, aralkoxy, aryloxyalkyl, saturated heterocyclyl, partially 
saturated heterocyclyl, heteroaryl, heteroaryloxy, heteroaryloxyalkyl, arylalkenyl, 
heteroarylalkenyl, carboxyalkyl, carboalkoxy, alkoxycarboxamido, 
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alkylamidocarbonylamido, arylamidocarbonylamido, carboalkoxyalkyl, 
carboalkoxyalkenyl, carboaralkoxy, carboxamido, carboxamidoalkyl, cyano, 
carbohaloalkoxy, phosphono, phosphonoalkyl, diaralkoxyphosphono, and 
diaralkoxyphosphonoalkyl with the proviso that there are one to five non-hydrido ring 
5 substituents Rxkm, Rxiv-s, Rxn/-ei Rxiv-7, and Rxw* present, that there are one to five non- 
hydrido ring substituents Rw-e, R^c Rwv-n, Rxw-12, 

and R)gv-13 present, and Rxiv-4i 
Rxv-s» Rxiv-6, Rx/v-7i Rxjv-8» Rxiv-s. Rxiv-io. Rxiv-n, Rxiv-12. and Rxiv-13 are each 
independently selected to maintain the tetravalent nature of carbon, trivalent nature of 
nitrogen, the divalent nature of sulfur, and the divalent nature of oxygen; 

10 Rxiv-4 and Rxiv-s, Rxiv-s and Rxiv*, Rxiv-e and Rw-7t Rxjv-7 and R^, Rxw* and 

Rxiv«o» Rxiv-9 and Rxiv-io, Rxiv-10 and R^/.n. Rxiv-n and Rxjv-12, and Rxiv-12 and Rw-13 are 
independently selected to form spacer pairs wherein a spacer pair is taken together to 
form a linear moiety having from 3 through 6 contiguous atoms connecting the points 
of bonding of said spacer pair members to form a ring selected from the group 

1 5 consisting of a cycloalkenyl ring having 5 through 8 contiguous members, a partially 
saturated heterocyclyl ring having 5 through 8 contiguous members, a hetenoaryl ring 
having 5 through 6 contiguous members, and an aryl with the provisos that no more 
than one of the group consisting of spacer pairs Rxam and R^, R*v* and R w ^ Rxiv-e 
and Rxiv.7. and R *v-7 and Rxiv-e are used at the same time and that no more than one 

20 of the group consisting of spacer pairs Rxiv-9 and Rxv-10, Rxiv.10 and R^n, Rxiv-u and 
Rxiv-12» and Rxiv-12 and Rxiv-13 are used at the same time; 

Rxinm and R^ t Rxkm and Rxkm3, Rxiv-e and Rxiv-9. and Rxw-s and Rxiv-13 are 
independently selected to form a spacer pair wherein said spacer pair is taken 
together to form a linear moiety wherein said linear moiety forms a ring selected from 

25 the group consisting of a partially saturated heterocyclyl ring having from 5 through 8 
Contiguous members and a heteroaryl ring having from 5 through 6 contiguous 
members with the proviso that no more than one of the group consisting of spacer 
pairs Rxiv-4 and Rw-o, Rxam and Rw-13. Rxiv-s and Rxjv-q, and Rxiv-e and Rw.n is used at 
the same time. 

30 Compounds of Formula XIV are disclosed in WO 00/1 8721 , the entire 

disclosure of which is incorporated by reference. 

In a preferred embodiment, the CETP inhibitor is selected from the following 
compounds of Formula XIV: 
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3-[[3-(3-trifluoromethoxypte^ 
phenyl]methyQamino]-1 ,1 ,1 -trifluoro-2-propanol; 

} /3-[[3-(3-isopropylphenoxy)phenyl][I3-( 1 ,1 ,2 f 2-tetrafluoroethoxy)phenyl^methynamino]- 

5 1,1,1-trifluoro2-propanol; 

3-[[3^{3-cyclopropylphenQ)Qr)phenyl][[3-( 1 1 1 ,2,2-tetrafluoroethoxy)phenyT}- 
methyQamino]- 1,1,1-triflucro-2-piT>panol; 

10 3-[[3-(3-(2-furyl)phenoxy)phenyl][I3-( l.l^^-tetrafluoroethoxyjphenyl]- 
methyl]amino]1 ,1 ^-trifluo^-propanol; 

3-fl[3-(2,3-dichlorophenoxy)phenyl]tI3-( 1 ,1 ,2,2- 
tetrafluoraethoxy)phenyl]-niethyI]amino]- 1 ,1 ,1 -trifluoro-2-propanol; 

15 

3-H3-{4-fluorophenoxy)phenyl][[3-( 1 ^^^-tetrafluoroethoxyjphenyll-meth^amino]" 
1,1,1 -trifluoro-2-propanol; 

3-I[3-(4-methlylphenoxy)phenyl][[3-(1 ,1 ,2,2-tetrafluoroethoxy)phenyl]-methyI]amino> 
20 1,1,1-trifluoro-2-propanol; 

3-P-(2-fluoro-&*romophenoxy)phenyl] J3-{ 1 ,1 
tetrafluoroethoxy)phen^-ra^ 

25 3-[[3-{4-chloro-3-ethyIphenoxy)phenyl][[3-(1 ,1,2,2- 

tetrafluoroethoxy)pheny0-methyl]amino]-1 ,1,1 -trifluoro-2-propanol; 

3-[[3-{3-(1 ,1 ,2,2- tetrafluoroethoxy)phenoxy]phenyl][[3-( 1 ,1 ,2,2-tetrafluoro- 
ethoxy)phenyl]methyl]amino]-1 ,1,1 -trifluoro-2-propanol; 

30 

3-[[3-[3-(pentafIuoroethyl)phenoxy]phenyO[[3-{ 1 ,1 ,2,2- 
tetrafluoroethoxy)-phenyl]methyl]amino]-1 ,1,1 -trifluoro-2-propanol; 

3-{[3-(3 f 5-dimethylphenoxy)phenyl][[3-(1 ,1 ,2,2- 
35 tetrafluoroethoxy)pheny^ 

3-[[3-(3-ethylphenoxy)phenyI][[3-(1 ,1 ,2,2-tetrafiuoroethoxy) phenyl]-methyI]amino]- 
1 ,1 f 1-trifluoro-2-propanol; 

40 3-Q3-{3-t-butylpheno)cy)phenyqi[3-(1 ,1 ,2,2-tetrafluoroethoxy)pheny0- 
methyljamino] 1,1,1 -trifluoro-2-propanol; 

3-[[3-(3-methylphenoxy)phenyl]l[3-(1 ,1 ,2,24etrafluoroethoxy)phenyOHnethyllaminol- 
1 ,1 f 1^trifluoro2-propanol; 

45 

3-R3-<5,6,7,8-tetrahyd^^ 

tefrafluoroethoxy)phenyl]methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-P-<phenoxy)phenyQ[[3-<1 ,1 ,2,2-tetrafluoroethoxy) 
50 pheny0methyqamino]-1,1,1.trffluor(>.2-propanol; 
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S-tl^S^N.NKJin^thylaminoJphenoxylphenylJns^l ,1 ,2,2- 
tetrafluoroethoxy)phenyl]methyl]amino]-1 ,1 ,1-trifIuono-2-propanoI; 

3-[[[3-(1 ,1 ,2,2-tetrafiuoroethoxy)phenyl]methy1][3-tt3- 
5 (trifluorometho)y)-pheny0methoxy]phenyl]amiho]-1 ,1 ,1-trifluoro-2-propanoi; 

3HH3-(1 ,1 ,2,2-tetrafluorre^ 

phenyjjmethoxy]pheriyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

1 0 3-[[[3-(1 ,1 ,2,2-tetrBfluoroethoxy)phen^^ 

methoxy]phenyI]amino]-1 ,1 ,1 -trifluoro-2-propanol; 

3-E3-(1 ,1 ^^-tetrafluoroethoxyjphen^ 
(trifluoromethylthio^ 

l - 3-QI3-(1 ,1 ,2,2-tetraf^ 

methoxylphenyl]amino]-1 ,1 , 1-trifluoro-2-propanol; 

3-[H3-(1 ,1 ,2,24etrafluoroethoxy)phe^^ 
20 l,1,1-trifluoro-2-propanol; 

3-[I3-(2<lifluorometho)y-4-pyridyIoxy)phenyl]P-(1 ,1 ,2,2- 
tetrafluoroethoxy)-phenyl]melhy0amino]-1 ,1 t 1-trffluoro-2-propano1; 

25 3-[[3-(2-trifluoromethyI-4-pyridyIoxy)phenyn tetrafluoroethoxy)- 
pheny0methyl]aminoj-1 ,1,1 -trifluoro-2-propano!; 

3-[[3-(3-difluoromethoxyphenoxy)phenyl][[3-(1 , 1 ,2, 2-tetrafluoroethoxy)- 
phenyl]methy0amino}-1 ,1 ,1 -trifluoro-2-propanol; 

30 

3-|D3-(3-trifluoromethylthio)phenoxy]phenyl][[3-(1 ,1 ,2,2- 
tetrafluoroethoxy)-phen^ 

3-H3-(4-chloro-3-ti1flu^ 1 ,1 ,2,2-tetrafluoroethoxy)- 

35 phenyflmethy0amino]-1 ,1,1 ,-trifluoro-2-propanol; 

3-J3-(3-trifluoromethoxypheno^ ,1,1- 
trifluoro-2-propanol; 

40 3-[[3-(3Hsopropytpheno^ phenyl]methyl]-aminol-1 ,1,1- 

trifIuoro-2-propanoI; 

3-l[3-(3-cydopropylphenQxy)phenyOU3-(pentafluoroethyl) phenyl]methyl]-amino]-1 ,1 ,1- 
trifluoro-2-propanol; 

45 

3-H3-(3-(2-furyl)phenoxy)phenyl][[3-(pentafluoroethyl) phenyQmethyq-aminoJ-1,1,1- 
trffluoro-2-propanol; 

3-B3-(2 t 3-dic^lorophenoxy)phenyl][l3-(pentafluoroethyl) phenyl]methyl]-amino]-1 ,1 ,1- 
50 trifluoro-2-propanol; 
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3fl3^4-fluorophenoxy)phenyO[I3-(pentafluoroethyl) phenyQmethyQamino]-1 ,1 ,1- 
trifluoro-2-propanol; 

3^3^4-methylphenoxy)pheny0[[3^ntafluoroethyl) phenygmethy0amino]-1,1,1- 
5 trifluoro-2-propanol; 

3^3^2-fiuoro-5-bromophenoxy)pheny0[[3-(pentafluoroethyl) phenyl]methyI]-amino]- 
1,1,1 4rifluoro-2-propanol; 

1 0 3-|I3-<4-chlorc>3^%lpheno^^ phenyOmethyO-amino]- 
1 ,1 , 1-trifluoro-2-propanol; 



1 5 3-[[3-{3-(1 ( 1 t 2 t 2-tetrafluoroethoxy)phenoxy]phenyl][[3- 

(pentafluoroethyl)-phenyQmethyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-[[3K3Kpentafluoroemyl)phenoxy]phenyl][[3-(pentafluoroethyl)phe^ 
1,1,1 -trifluoro-2-propanol; 

20 

3-[[3^3,5KlimethyIph0noxy)phenyO|I3-(pentafluoroethyl) pheny1]methyQ-amino]-1 ,1 ,1- 
trifluono-2-propanol; 

3-|I3^3^thyIphenoxy)phenyl][I3-{pentafIuoraethyI) phenyOmethyIJaminoJ-1 ,1 ,1- 
25 trifluoro-2-propanol; 

3^3^3-t4)utyfphenoxy)phen^Q3-(pentafluoroethyl) phenyI]methyI]amino]-1 ,1,1- 
trifluoro-2-propanol; 

30 3-P^3-methylphenoxy)phenyQP-pentafluoroethyl) phenyl]methy0amino]-1 f 1,1- 
trifluoro-2-propanol; 

S-DP-iS^.T.S-tetrahyd^-naphthoxyJphenylKIS- 
(pentafluoroethyl)phenyl]-methyOamino]-1 ,1 >trifluoro-2-propanol; 

35 

3-|I3-{phenoxy)phenyl][I3-(pentafluoroethyl)phenyOmethyO 
aminoj-1 ,1 ,1-trifluoro-2-propanol; 

3^3-{3-(N,N-dimethylamino)phenoxy]phenyl]t[3- 
40 (pentafluoroethyl)phenyl]-methy0amino]-1 ,1 ,1 -trifluoro-2-propanoI; 

3-[P^pentafluaroe%l)phenyOm 
methoxy]phenyI]amino}-1 ,1 ^-trifluor^-propanol; 

45 3-[[[3-(pentafluoroethyl^ 

methoxy]phenyl]aminol-1 ,1 ,1 -trif!uoro-2-propanol; 

3-[H3-(pentafiuoroethyl)pheny[]methyl][3-[t3,5- 
dimethylphenyQmethoxy]-pheny0amino]-1 ,1 ,1-trifluoro-2-propanol; 

50 

3-0I3-(pentafIuoroethyl)phenyl]methyl][3-I[3- 
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(trifluoromethytthio)phenylhmetho)y]phenyl]amino]-1 ,1 f 1-trifluoro-2-propanol; 

3-[P-(pentafluorDethyl)phenyl]methyl][3-lI3 f 5- 
difluorophenynmethoxyj-phenyl]amino}-1 ,1 ,1-trifluoro-2~piiopanol; 

5 

3-[[[3-(pentafluoroeth^^ ,1 ,1- 

trifluoro-2-propanol; 

a-[[3-(2-dffluorornetho^ 
10 (pentafluoroethy!)phenyl]-methyl]aminoJ-1 ,1 f 1-trifluoro-2-propano!; 

3-[[3-(2-trifluoromethyl-4-pyridyloxy)pheny0 
(pentafluoroethyl)phenyl]-methyl]aminol-1 ,1 ,1-trifluoro-2-propanol; 

1 5 3-Q3-(3^ffiuoromethoxyp^ phenyQ-methyQaminoJ- 
1 ,1 , 1-trifluoro2-propanol; 

. 3-[[I3-(3-trifluoromethyithio)phenoxy]phenyqiI3- 

* (pentafluoroethyl)phenyl]-methyI]amino]-1 ,1 , l-trifluoro-2-propanol; 

20 

3^3-{4-chloro-3-trifluoro^ 
pheny0methyi]amino]-1 ,1 ,1-trifIuoro-2-propanoi; 

3-n3-{3-trifluoromethoxyphenoxy)phenyI]t[3- 
25 (heptafluoropropyl)phenyll-methyqamIno]-1 f 1 ,1-trifluoro-2-propanoI; 

3-B3-{3-isopropylphenoxy)phenyO|I3-(heptafluoropropyl) phenyqmethyl]-amino]-1 ,1,1- 
trifluorp-2-propanol; 

30 3-{[3-(3-cydopropytphenoxy)phenyq[[3-(heptafluoropropyl)phenyQm 
1 ,1 ,1 -trifluoro-2-propanol; 

) 3-ff3-(3-<2-fuiy0^^ phenyqmethyl]-amino]-1 ,1,1- 

trifluoro-2-propanol; 

35 

3-ff3-(2,3^ichloropheroxyto phenyOmethyll-aniinol-1,1,1- 
trffluoro-2-propanol; 

3-[t3-(4-fluorophenoxy)phenytm3-(heptafluoropropyl) pheny0methyl]amino]-1 ,1 ,1- 
40 trifluoro-2-propanol; 

3-fl3-(4-methy^ phenyqmethyaaminol-1,1,1- 
trifluoro-2-propano!; 

45 3-[[3-(2-fluorc>5-bromophe™ 
1 ,1 , 1 -trifiuoro-2-propanol; 

3-[[3-(4-chlofo-3^th^^ phenyl]methyll-amino]- 
1,1,1 -trffluoro-2-propanol; 
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3-[[3-[3-(1 ,1 ^^-tetrafluoroethoxyjphenoxyiphenyl]^- 
(heptafluoropropyl)-phenyl]methy0amlno]-1 ,1,1 -trifluoro-2-propanoI; 

3-n3-[3-(pentafluoroethyl)phenoxy]phenyl][I3- 
5 (heptafluoropropyl)phenyl]-methyQamino]-1 ,1 ,1-trifluoro-2-propanol; 

3^3^3,5^imethylphenoxy)phenyOP^heptafluonopropyl) phen\^methy0-am^1 f 1 t 1- 
trifluoro-2-propanol; 

1 0 3-Q3-(3-ethylphenoxy)phenyI][[3-(heptafluoropropyl) phenyl]methyllamino]-1 ,1 ,1- 
trifluono-2-propanol; 

3-[[3-(3-t«butylphenoxy)phenylI[[3-(heptafluoropropyl) phenyQmethylJaminoJ-1 ,1,1- 
trifluoro-2-propanol; 

15 

3-[[3«-(3-methylphenoxy)phenyl][I3-(heptafluoropropyl) phenyl]methyI]amino]-1,1,1- 
trifluoro-2-prapanol; 

S-n^S^J.B-tetrahyd^naphthoxyJphenyOlIS- 
20 (heptafluoropropyl)phenyl]Hfnethyl]amino]-1 , 1 ,1-trifluoro2-propanol; 

3-Q3-(phenoxy)phenyl]{[3-(heptafIuoropropyl)pheny0methyl] 
amino]-1 ,1 , 1-trifluoro-2-propanol; 

25 3-H3-[3-(N,N-dimethylamino)phenoxy]phenyl]p- 

(heptafluoropropyl)phenyl]-niethy0amino]-1 ,1,1 -trifluoro-2-propanol; 

3-[[I3-(heptafluoropropyl)pheny0methyl][3-Il3- 

(trifluoromethoxy)pheny0-methoxy]pheny0amino]-1 ,1 ,1-trifluoro-2-propanol; 

30 

3-[[[3-(heptafIuoroprc^^ 
methoxy]phenyQamino]-1 ,1 , 1-trifluoro-2-propanol; 

3-I[[3-(heptafluoropropyl)pheny0methyl][3-{[3 l 5- 
35 dimethylphenyqmethoxyl-phenyqamino]-1 ,1 ,1-trifluoro-2iDropanol; 

3-[[[3-(heptafIuoropropyl)phen^ 

(trifluoromethylthio)phenyl]-metho)cy]phenyq ,1 ,1-trifluoro-2-propanol; 

40 3-H[3-(heptafIuoropropyl)phenyl]methyl][3-[I3,5- N 
difluorophenyOnrethoxy^ 

3-[[[3-(heptafluoroprop# ,1 ,1- 

trifluoro-2-propanol; 

45 

3-n3-(2-dffluoromethoxy^ 

(heptafluoropropyl)pheny0-methy0amino]-1 ,1 , 1-trifluoro-2-propanol; 

34[3^24rifluoromethyl^yr^ 
50 methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 
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3-[[3-(3Klifluoromethoxyphenoxy)phenyOP-(heptafluoropropyl) phenylJ-methyOamino]- 
1 , 1 ,1 -trifluoro-2-propanol; 

3^^3-trifluoromethylthio)pherK>xy]phenyO|I3- 
5 (heptafluoropropyl)phenyl]-methyl]amino]-1 ,1 ,1-trifluoro-2iDropanoi; 

3-[[3-(4^loro-3-trifIuo 
methyI]amino]-1 ,1 .l-trifluoro-2-propanol; 

1 0 3-n3^3-trifluorometh^ 

methyl]aminoH f 1 f 1-trifluoro-2i3ropanol; 

3-[[3-(3-i$opropyfphenoxy)phenyfl^^ 
1 ,1 ,1-trifluoro-2-propanoI; 

15 

3-[[3-(3-cydopropylphenoxy)phenyl][[2-fluoro-5- 
(trifluoromethyl)phenyl]-methyl]arnino]-1 ,1 ,1-trifluoro-2-propanoI; 

3-[[3-(3-(2-furyl)phenoxy)phen^ 
20 l f 1,1-trifluoro-2i3[t)panol; 

3-[[3-(2,3-didilorophenoxy)pheny0^^^ 
1 ,1 t 1-trifIuoro-2-prDpanol; 

25 3^3-(4-fluorophenoxy)pheny0[[2-fluorch5-(trifluoromethyl) 
phen^]-rnethyl]amino]-1 , 1 ,1 -trifluoro-2-propanol; 

3^3-(4Hrre%lphenoxy)phei^[^ 
1 , 1 ,1-trffluoro-2-propanol; 

30 

34[3-(2-fluoro-5^romophenoxy)p^ 
phenyQmethyI]amino]-1 ,1,1 -trifluoro-2-propanol; 

3^3-(4K*loro-3^thytpte^ 
35 phenyQmethyl]amino]-1 ,1 ,1 -trffluorx>2-propanol; 

3-H3-[3-(1 ,1 ,2,24etrafluoroethoxy)phenoxy]^^ 
methyl)pheny0methyl]amino]-1 ,1,1 -trifluoro-2-propanol; 

40 3^3H[3^pentafluoroethyl^ 

methyl]amlno]-1 ,1 ,1-trifluoro-2-propanol; 

3-p3-(3,5-dimethylphenoxy)phenyIl[I2-fluoro-5- 
(trifluoromethyl)phenyl]-.methyr|amino]-1 ,1 , 1-trifluorx>2-propanol; 

45 

3-[[3^3^thylphenoxy)phenynp-fluoro-5-(trifluorornethyi) phenyflmethyQ-amino]-1,1 ,1- 
trifluoro-2-propanol; 

3-PK3-H3uty!phenoxy)phenyQ 
50 1,1,1-trifluoro-2-propanol; 
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3-n3^3-methylphenoxy)phenyI][[^^^ phenyqmethyQ-amino]- 
1 , 1 f 1 -trifluoro-2-propanol; 

3-[[3-(5,6J,8-tetrahydro-2^aphto^ 
5 (trifluoromethyl)-phenyl]methy0amino]-1 ,1 ,1-trifluoro-2-propanoI; 

3^l3^phenoxy)phenyll[I2-fluoro-5-{trifluoromethyl) pheny1]methy!]amino]-1 ,1 ,1-trifluoro 

2- propanol; 

10 3HJ3-[3-(N,N<limethylamino)phenoxy]phenyn[[2-fluon>5- 

(trifluoromethyl)-phenyl]methy0amino]-1 ,1 ,1-trifluoro-2-propanol; 

3- ffl24luorT>-5-(trifluorom 

phenyI]methoxy]phepyl]amino]-1 , 1 ,1 -trifluoro-2-propanoI; 

15 

3-[[[2-fluoro-5-(trifluoro^ 

phenyl]methoxy]phenyQamino]-1 , 1 ,1-trifluoro-2-propanol; 

3^2-fluort>-5-(trifluorDm 
20 methoxy]phenyl]amino]--1,1,1-trifluorch2-propanol; 

3-H2-fluoro-5-(trifluoro^^ 

(trifluoromethylthio)^ ,1 ,1-trifluoro-2-propanoI; 

25 3-[[[2-fIuorc^trifluoro^ 

methoxy]phenyl]anriino]-1 ,1 , 1-trifluoro-2-propanol; 

3^2-fluorD-5^trifluoromethyl)pheny0methyq 
1,1 t 1-trifluoro-2-propanol; 

30^ 

3-[[3-(2Kiffluoromethoxy-4^^ 

(trifluonomethylj-phenyqmethyljanfiino]-! ,1 J-trifluoro-2-propanol; 

3-[[3-(2-trifluoromethyl-4^ 
35 (trifluonomethyl)-pheny0methy0amino]-1 ,1,1 -trifluoro-2-propanol; 

3-[[3<3<lifluoromethoxyphenoxy^ 
phenyQmeth>1]amino]-1 ,1 ,1-trifluono2-propanol; 

40 3-[[[3^3-trifluoromethyI^ 

pheny0methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-[[3-(4^lorc>-3-trifIuor^ 

(trifluoromethyl)phenyl]methy0amino]-1 , 1 ,1-trifluoro-2-propanol; 

45 

3^3-(3-trifluorcxnethoxyphe^^ 
phenyl]methy0amino]-1 ,1 ,1-trifluorc>-2-propano!; 

3-[[3-(3-isopropylphenoxy)phen^^ 
50 1 ,1 ,1-trifluoro2-propano!; 
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3-[[3-(3-cyclopropylpheno)y)phenyOP-fluorc>4- 
(trifluoron^thyl)phenyl]-methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-[[3-{3-(2-furyl)phenoxy^^ 
5 1 f 1,1-trifluoro-2-propanol; 

3-na-(2,3^icMoropherox^ 
1 , 1 ,1 -trifluoro-2-propanol; 

1 0 3-[[3-(4~f!uorophenoxy)phen^ phenyO-methyOamino]- 
1 , 1 l 1-trifluon>2-propanol; 

3-Q^4^ethylphenoxy)pheny^ phenyQ-methyQ 
amino}-1 ,1 , 1 -trifluoro-2-propanol; 
15 - 
3-[[3-(2-f!uaro-5-bromophenoxy)phen^ x 
phenyl]methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-{[3-(4-chloro-3-eth^ 
20 phenyl]methy0amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-H3-[3-(1 , 1 ,2,2-tetrafluoroethoxy)^ 
methyl)phenyI]methyl]amino]-1 ,1 ,14rifluoro-2-propanol; 

25 3^3-[3-(pentafluoroethy!^ 

phenyi]methyI]amino]-1 , 1 ^.l-trifluoro-2-propanol; 

3-Q3-{3!5-dimethylphenoxy)phenyr|[I2-fluoro-4- 
(trifluoroTOthyl)phenyl]HTiethy0amino>1 ,1,1 -trifluoro-2-propanol; 

30 

3^[3-(3^thylphenoxy)pheny0[[2^uoro-4-(trifluorom phenyl]methyI]-aniino]-1 ,1 ,1- 
trifluoro-2-propanoI; 

3^3-(3-M>utylphenoxy)phen^ 
35 1 t 1 f 1-trifluoro-2-propanol; 

3^3-(3-methylphenoxy)phenyqp^^ phenyQmethyi]-amino]- 
1 ,1 ,1-trifluoro-2-propanol; 

40 3-fl3-(5,6,7,8-tetrahyd^ 

phenyl]methyI]amino]-1 ,1 ,14rifluoro-2-propanQl; 

3-n3-(phenoxy)phenyfln2-fluo phenyl]methyl]amino]-1 ,1 ,1 -trifluoro- 

2- propanol; 

45 

3^3-[3-(N,N-dimethylamino)phenoxy]phenyl]t[2«fluoro-4* 
(trifiuoromethyl)-phenyl]methyI]afTiino]-1 , 1 , 1 -trifluoro-2-propanol; 

3- [[[2-fIuorch4-(trifluoro^ 

50 pheny0methoxy]phen>d]amino]-1,1 .l-tnfluoro-2-pnDpanol; 



WO 03/000295 



PCMB02/01571 



-85- 



3Hn2-fluoro^trifluoromethyl^ 
pheny0methoxy]phenyl]amlno]-1 ,1 .l-trifluoro-2-propanol; 

3-[[I2-fluoro-4-(trifl^^ 
5 methoxy]phenyl]amino]-1 ,1 f 1-trffluoro-2-propanol; 

3-[[[2-fluoro-4-(trifluorome 

; (trifluoromethytthio)^ ,1 ,1-trifluoro-2-propanol; 

1 0 3-[P-fluoro-4-(trifluoromefo^ 

methoxy]phenyQamino]-l ,1 ,1-trifIuoro-2-propanol; 

3-[[[2-fluoro^trifIuorome%l^ 
- 1 ,1 ,1-trifluoro-2-propanol; 

15 

3-[[3-(2-dffluoromethoxy-4-pyridy^ 

(trifluoromethyl)-phenyl]methy0amino]-1 , 1 ,1 -trifIuoro-2-propanol; 

3-[[3-(2-trifluoromethyl-4-pyridyloxy)ph 
20 (trif!uoromethyl)-phenyilmethyf|amino]-1 , 1 ,1 -trifluoro-2-propanol; 



invention consists of substitued N-Aliphatic-N-Aromatic fert/aoMHeteroalkylamines 
having the Formula XV • 



3-[[3-{3-difluoromethoxyphenoxy)ph 
phenylJmethyI]amino]-1 ,1 .l-trifluoro-2-propanol; 



25 

^H3-(3-trifluoromethylthio)phenoxy]phenyQP-fluoro-4- 
(trifluoromethyl)-phenyl]methy(]amino]-1 ,1 ,1-trifluoro-2-propanol; and 



3-[|^(4^lorcK3-Wfluoro 
30 meth^)phenyQmethyQamino]-1 ,1 ,1-trifluoro-2-propanol. 



Another class of CETP inhibitors that finds utility with the present 




XV- 14 



Formula XV 



and pharmaceutical^ acceptable forms thereof, wherein: 
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n w is an integer selected from 1 through 2; 

Axv and Qxv are independently selected from the group consisting of 



AQ-1 




k XV-l B XV-2 



/ \ 

R XV-13 

-CH2(CRxV^7RxV-38)vXV-(CRxV^3RxV-34)uXV-Tx\r (CRxV-35RxV-36)wXV-H , 

5 with the provisos that one of Axv and Qxv must be AQ-1 and that one of Axv and Qxv 
must be selected from the group consisting of AQ-2 and -CH 2 (CRxv/^7Rxv^8)vxv-(CRxv- 
33Rxv^)ux\rTxv-(CRx^^5Rxv-36W-H; 

Txv is selected from the group consisting of a single covalent bond, O, S, S(O), 
S(Q) 2l C{Rxv^)=C(Rxv^5), and 
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v xv is an integer selected from 0 through 1 with the proviso that v J\s 1 when 
any one of Rxv-33, Rxv-34, Rxv^ 5 , and Rxv^a is aryl or heteroaryl; 

uxvand wX v are integers independently selected from 0 through 6; 
Axsm is C(R W ^>); 

5 Dxsm, Dxv-*, Jxv-1, Jxv-2» and Kxv-1 are independently selected from the group 

consisting of C, N, 0, S and a covalent bond with the provisos that no more than one 
of Dxv-11 Dxv-2, Jxsm, Jxv-2, and K w .i is a covalent bond, no more than one of Dxv-1, Dxv-2. 
Jxv-i, and Kxv-1 is 0,no more than one of Dxv-1. Dxv^>, Jxv-t, Jxv-2, and Kxv-i is S, 
one of Dxv-1, Dxy_ 2f J^, Jxv- 2 , and Kxv-1 must be a covalent bond when two of Dxv-1, 
10 Dxv^, Jxv-i, Jw*. and Kxv-1 are 0 and S, and no more than four of D*m, Dxv- 2 , Jxv-i. Jxv- 
2, and Kxv-1 are N; 

Bxv-i, Bxv^, Dxv-3, Dxv-t. Jxv-3, Jxv-4, and Kxv-2 are independently selected from 
the group consisting of C, C(Rxv^o), N, O, S and a covalent bond with the provisos that 
no more than 5 of Bxv-1, Bxv*. Dxv*. Dxv4, Jxv^, Jxv-4, and Kxv- 2 are a covalent bond, no 

15 more than two of Bxv-1, Bxv-2. Dxv-3, IW Jxv-3. J»m, and Kxv- 2 are O, no more than two 
of Bxv-i, Bxv-2, Dxv<i, Dxv-4, Jxv-3. Jxv-4, and Kxv-2 are S, no more than two of Bxv-1, Bxv-2, 
Dxv-3, Dxy.4, Jxv^, Jxv-4. and Kxvs are simultaneously O and S, and no more than two of 
Bxv-i, Bxv-2, Dxv-3, Dxv-4» Jxva. Jxv-4. and Kxv-2 are N; 

Bxv-1 and Dxv-3, Dxv-a and Jxva, Jxva and Kxv-2, Kxv- 2 and Jxv^. Jxv-4 and Dxv-4, 

20 and Dxv-4 and Bxv- 2 are independently selected to form an in-ring spacer pair wherein 
said 

spacer pair is selected from the group consisting of C(Rxv^)=C(R X v.35) and N=N with 
the provisos that AQ-2 must be a ring of at least five contiguous members, that no 
more than two of the group of said spacer pairs are simultaneously 
25 C(Rxv-33)=C(Rxv-35) and that no more than one of the group of said spacer pairs can be 
N=N unless the other spacer pairs are other than C(Rxv^)=C(Rxv-35), 0, N, and S; 

Rxv-1 is selected from the group consisting of haloalkyl and haloalkoxymethyl; 

Rxv-2 is selected from the group consisting of hydrido, aryl, alkyl, alkenyl, 
haloalkyl, haloalkoxy, haloalkoxyalkyl, perhaloaryl, perhaloaralkyl, perhaloaryloxyalkyl 
30 and heteroaryl; 

Rxv.3 is selected from the group consisting of hydrido, aryl, alkyl, alkenyl, 
haloalkyl, and haloalkoxyalkyl; 
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Yxv is selected from the group consisting of a covalent single bond, (CH 2 ) q 
wherein q is an integer selected from 1 through 2 and (CH 2 )rO-(CH2)k wherein j and k 
are integers independently selected from 0 through 1 ; 

Zw Is selected from the group consisting of covalent single bond, (CH 2 ) q 
5 wherein q is an integer selected from 1 through 2, and (CH2)j-0-(CH 2 )k wherein j and k 
are integers independently selected from 0 through 1 ; 

Rxv4. Rx*8, Rxv* and R w .i 3 are independently selected from the group consisting 
of hydrido, halo, haloalkyl, and alkyl; 

R w ^>is selected from the group consisting of hydrido, alkoxy, alkoxyalkyl, halo, 
10 haloalkyl, alkylamino, alkylthio, alkylthioalkyl, alkyl, alkenyl, haloalkoxy, and 

hatoalkoxyalkyl with the proviso that R^ is selected to maintain the tetravalent nature 
of carbon, trivalent nature of nitrogen, the divalent nature of sulfur, and the divalent 
nature of oxygen; 

Rxv-so. when bonded to /Wi, is taken together to form an intra-ring linear 

1 5 spacer connecting the Axv-i-carbon at the point of attachment of Rxv-30 to the point of 
bonding of a group selected from the group consisting of Rxnmoi Rxv-11, Rxv-12, Rxv-3i, 
and Rxv^2 wherein said intra-ring linear spacer is selected from the group consisting of 
a covalent single bond and a spacer moiety having from 1 through 6 contiguous atoms 
to form a ring selected from the group consisting of a cycloalkyl having from 3 through 

20 10 contiguous members, a cydoalkenyl having from 5 through 10 contiguous 
members, and a heterocyclyt having from 5 through 10 contiguous members; 

Rxv^o, when bonded to Ax\m> is taken together to form an intra-ring branched 
spacer connecting the Aw-1-cartion at the point of attachment of Rxv-30 to the points of 
bonding of each member of any one of substituent pairs selected from the group 

25 consisting of subsitituent pairs R w .io and Rxv-11, Rxv-10 and Rxv-31 , Rxv-10 and Rxv^ Rxv- 
10 and Rxv-12» Rxv-11 and Rxv-31, Rxv-11 and Rxv-32. Rxv-11 and Rxv-12, Rxv-31 and Rxv^2. Rxv- 
31 and Rxv-12, and Rxv-cb and Rx^ and wherein said intra-ring branched spacer is 
selected to form two rings selected from the group consisting of cycloalkyl having from 
3 through 10 contiguous members, cydoalkenyl having from 5 through 10 contiguous 

30 members, and heterocyclyl having from 5 through 10 contiguous members; 

RxV4» Rx*/-6. RxV-6* R>CV-7, RxV-8i RxV-G. RxV-10t RxV-11, RxV-12i RxV-13. RxV-31i RxV-32i 

R W ^3, Rxv^4, Rxy/^5, and R W -36 are independently selected from the group consisting of 
hydrido, carboxy, heteroaralkylthio, heteroaralkoxy, cydoalkylamino, acylalkyl, 
acyialkoxy, aroylalkoxy, heterocydyloxy, aralkylaryl, aralkyl, aralkenyl, aralkynyl, 
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aralkylsulfinylalkyl. halocydoalkyl, halocydoalkenyl, cydoalkylsulfinyl, 
cydoalkylsulfinylalkyl, cydoalkylsulfonyl, cydoalkylsulfonylalkyl, heteroarylamino, N- 
heteroarylamino-N-alkylamino, heteroarylaminoalkyl, haloalkylthio, alkanoyloxy, alkoxy, 

5 alkoxyalkyl, haloalkoxylalkyl, heteroaralkoxy, cydoalkoxy, cydoalkenyloxy, 
cydoalkoxyalkyl, cydoalkylalkoxy, 
cycloalkenyloxyalkyl, cydoalkylenedioxy, halocydoalkoxy, 
halocydoalkoxyalkyl, halocydoalkenyloxy, halocydoalkenyloxyalkyl, hydroxy, amino, 
thio, nitro, lower alkylamino, alkylthio, alkylthioalkyl, arylamino, aralkylamino, arytthio, 

1 0 arylthioalkyl, heteroaralkoxyalkyl, alkylsutfinyl, alkylsutfinylalkyl, arylsulfmylalkyl, 
arylsulfonylalkyl, heteroarylsulfinylalkyl, heteroarylsulfonylalkyl, alkylsulfonyl, 
alkylsulfonylalkyl, haloalkylsulfinylalkyl, haloalkylsulfonylalkyl, alkylsulfonamido, 
alkylaminosulfonyl, amidosulfonyl, monoalkyi 

amidosulfonyl, dialkyi amidosulfonyl, monoarylamidosulfonyl, arylsulfonamido, 

15 diarylamidosulfonyl, monoalkyi monoaryl amidosulfonyl, arylsulfinyl, arylsulfonyl, 
heteroarytthio, heteroarylsulfinyl, heteroarylsulfonyl, heterocyclylsulfonyl, 
heterocydylthio, alkanoyl, alkenoyl, aroyl, heteroaroyl, aralkanoyl, heteroaralkanoyl, 
haloalkanoyl, alkyl, alkenyl, alkynyl, alkenyloxy, alkenyloxyalky, alkylenedioxy, 
haloalkylenedioxy, cydoalkyl, cydoalkylalkanoyt, cydoalkeny), lower cydoalkylalkyl, 

20 tower cydoalkenylalkyl, halo, haloalkyl, haloalkenyl, hajoalkoxy, hydroxyhaloalkyl, 
hydnoxyaralkyl, hydroxyalkyl, hydoxyheteroaralkyl, haloalkoxyalkyl, aryl, 
heteroaralkynyl, aryloxy, aralkoxy, aryloxyalkyl, saturated heterocydyl, partially 
saturated heterocyclyl, heteroaryl, heteroaryloxy, heteroaryloxyalkyl, arylalkenyl, 
heteroarytalkenyl, carboxyalkyi, carboaikoxy, alkoxycarboxamido, 

25 alkyla^clocarbonylamido, alkylamidocarbonylamido, carboalkoxyalkyl, 

carboalkoxyalkenyl, carboaralkoxy, carboxamido, carboxamidoalkyl, cyano, 
carbohaloalkoxy, phosphono, phosphonoalkyl, diaralkoxyphosphono, and 
diaralkoxyphosphonoalkyl with the provisos that Rw+, Rxv-5, Rxsmj, Rw-?, Rxv-s. Rxsuj, 
Rxv-ioi Rxv-ni Rxv-i2i R*v-i3t Rxv-3i, Rxv-32i Rxv-33, Rx/-34i Rxv-35i and Rxs/-38 are each 

30 independently selected to maintain the tetravalent nature of carbon, trivalent nature of 
nitrogen, the divalent nature of sulfur, and the divalent nature of oxygen, that no more 
than three of the R w ^3 and Rxv-a* substituents are simultaneously selected from other 
than the group consisting of hydrido and halo, and that no more than three of the R w ^s 



WO 03/000295 



PCT/IB02/01571 



-90- 



and Rxv-38 substituents are simultaneously selected from other than the group 
consisting of hydrido and halo; 

Rxv-e, Rw-io. Rxv-n, Rxv-12, Rxv-13, Rxv^i, and Rxv-32 are independently selected 
to be oxo with the provisos that Bxv-i, Bxv* Pxw, D*m, J w ^, J w ^, and IW2 are 
5 independently selected from the group consisting of C and S, no more than two of R W - 
8, Rxv-10, Rxv-11, Rxv-12, Rxv-13, Rxv-31. and Rxy.32 are simultaneously oxo, and that Rxv-9, 
Rxv-10. Rxv-n, Rxv-12» Rxv-13, Rxv-31. and Rxv-32 are each Independently selected to 
maintain the tetravalent nature of carbon, bivalent nature of nitrogen, the divalent 
nature of sulfur, and the divalent nature of oxygen; 

10 R w ^and R W -6, R^ and Rxv^j, Rxv* and Rxv-7, Rxv-r and R^, and Rxv-io, 

Rxv.10 and Rxv-n, Rxv-n and R w ^ lf Rxv-31 and Rxv-32, Rxv.32 and Rxv-12, and R w . 12 and 
Rxv-13 are independently selected to form spacer pairs wherein a spacer pair is taken 
together to form a linear moiety having from 3 through 6 contiguous atoms connecting 
the points of bonding of said spacer pair members to form a ring selected from the 

15 group consisting of a cycloalkenyl ring having 5 through 8 contiguous members, a 
partially saturated heterocyclyl ring having 5 through 8 contiguous members, a 
hetenoaryl ring having 5 through 6 contiguous members, and an aryl with the provisos 
that no more than one of the group consisting of spacer pairs Rx^and R w ^ f R w ^ and 
Rx\m>, Rxv-e and Rxv-7, Rxv-7 and Rxw* is used at the same time and that no more than 

20 one of the group consisting of spacer pairs and Rxv-10, Rxv-io and Rxv.11, FW11 
and Rxv^i, Rxvat and R^, Rxv.32 and Rxv-12, and Rxv-12 and Rxv. 13 are used at the 
same time; 

Rxv^and Rxv-n, Rxv-9 and Rxv.12, Rxvo and Rxv-13 Rxv-e and Rxv-31, Rxv-9 and Rxv- 
32, Rxv-10 and Rxv-12, Rxv-10 and R W -13, Rxv-10 and R^ 1f Rxv-10 and Rxv-32, Rxv-n and Rxv- 

25 12 , Rxv.11 and Rxv-13, Rxv-n and Rxv.32, Rxv-12 and Rxv^i, Rxv-13 and R w ^i. and Rxv-13 and 
Rxv*2 are independently selected to form a spacer pair wherein said spacer pair is 
taken together to form a linear spacer moiety selected from the group consisting of a 
covalent single bond and a moiety having from 1 through 3 contiguous atoms to form a 
ring selected from the group consisting of a cycloalkyl having from 3 through 8 

30 contiguous members, a cycloalkenyl having from 5 through 8 contiguous members, a 
saturated heterocyclyl having from 5 through 8 contiguous members and a partially 
saturated heterocyclyl having from 5 through 8 contiguous members with the provisos 
that no more than one of said group of spacer pairs is used at the same time; 
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R W -37and Rxv-aa are independently selected from the group consisting of 
hydrido, alkoxy, alkoxyalkyl, hydroxy, amino, thio, halo, haloalkyl, alkylamino, alkyttfiio, 
alkylthioalkyl, cyano, alkyl, alkenyl, haloalkoxy, and 
haloalkoxyalkyl. 

5 Compounds of Formula XV are disclosed in WO 00/1 8723, the entire 

disclosure of which is incorporated by reference. 

In a preferred embodiment, the CETP inhibitor is selected from the 
following compounds of Formula XV: 

10 3-{I3-(4-chlorcH3-ethylphenoxy)phenyl] 

(cyclohexylmethyl)amino]-1 ,1 ,1-trifluoro-2-propanol; 



3-Q3-(4-chloro-3-ethylphenoxy)phenyl] 
1 5 (cyclopentyImethyI)amino]-1 , 1 ,1 -trifluoro-2-propanol; 

3-l[3-(4-chloro-3-ethylpheno)cy)phenyl] 
(cyclopropylmethyl)aminol-l ,1,1 -trifluoro-2-propanol; 

20 3-R3-(4-chloro-3-ethylphen 
1 ,1 1 1 -trifluoro-2-propanol; 

3-{[3-{4-chloro-3-ethylphenoxy)phenyl]I(3-pentafluoroethyl) 
cyclohexyl-methyl]amino]-1 ,1 ,1-trifluoro-2-propanoi; 

25 

3-[[3^4K^loro-3-ethy1phenoxy)p 
cydohexyl-methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-I[3-(4-chloro-3-ethylphenoxy)pheny)][I3-(1 ,1 ,2,2- 
30 tetrafluoroethoxy)cyclo-hexylmethyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-[[3-(3-trifluoromethoxyphenoxy)phenyl] 
(c^ohexylmethyl)amino]-1 f 1,1-trifluoro-2-propanol; 

35 3-[[3-(3-trifluoromethoxyphenoxy)pheny0 

(cyclopentylmethyl)amino]-1 ,1 ,1 -trifluoro-2-propanol; 

3^[3-{3-trTfluoromethoxyphenoxy)phenyO 
(cydopropylmethyI)amino]-1 ,1 f 1-trifluoro-2-propanol; 

40 

3-tt3^3-trifluoromethoxyphen^ 
1 ,1 , 1-trifIuoro-2-propanoI; 

3-E3-(3-trifluoromethox^ 
45 1 f 1,1-trifluoro-2-propanol; 

3-[[3-(3-trifluorome&ioxyphenoxy)phenyQ[(3- 
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trifluoron^thoxy)cyclohexyl-methyl]amino]-1 ,1 ,1-trffluoro-2-propanol; 

/ ! 

; 

34[3-(3-trifluoromethoxyphenoxy)phenyl][[3-(1 ,1 ,2 f 2- 
tetrafluoroethoxy)cyclohexylHfnethyl]amino}-1 ,1 ,1-trifluoro-2-propanol; 

5 

3-fl3^3-isopropylphenoxy)pheny0(cydohexylmethy0amino]-1 ,1 ,1-trifiuoro-2-propanoi: 

3^3-(3Hsopropylpheno)y)phenyO(cyclopentylmethyQaminoJ-1 ,1 ,1 -trifluoro-2-propanol; 

1 0 3^3-(3-isopropylpheno)ty)phenyg^ ,1,1 -trifluoror2-propanol; 

3-[[3^3-isopropylphenoxy)pheny0[(3-trifluoromethyl) cydohexyl-methyl]amino]-1 , 1 ,1- 
trifluono-2-propanol; 

1 5 3^3^3-isopropy(phenoxy)phenyl][(3i3entafluoroethyl) cydohexyi-methylIamino]-1 ,1,1- 
trifluoro-2-propanol; 

3-[[3-(3-isopropylphenoxy)phenyl][(3-trifluoromethoxy) cydohexyl-methyl]amino]-1 ,1,1- 
trifluoro-2-propanol; 

20 

3-[[3-(3-isopropylphenoxy)phenyl][3-(1 ,1 ,2,2-tetrafluoroethoxy)cydohexyl- 
methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-[[3-(2,3^ichloropheno>cy)phenyIl(cydohexylmethyl )amino]-1 ,1 ,1-trifluoro-2-propanol; 

25 

3-[[3-(2 l 3-dic*loropheno)cy)phenyl](cydopentylmethyl) 
amino]-1 ,1 ,1-trifluoro2-propanol; 

3-[[3-(2,3-dichtorophenoxy)pheny0(cydopropylmethy)amino]-1 ,1 ,1-trifluoro-2-propanol; 

30 

3-[[3~(2,3^ichlorophenoxy)phen^ 
cydoheo(yl-methyflamino]-1 f 1 ,1 -trifluoro-2-propanol; 

» 

3-[[3-(2,3-dic*lorophenoxy^ 
35 1 f 1,1-trifluoro2-propaool; 

3-[[3-(2,3-dichlorophenoxy)phenyl][(3-trifluorom 
1 ,1 ,1-trifluoro-2-propanol; 

40 3-[[3-(2,3-didiIorophenoxy)phenyl][3-(1 ,1 ,2,2-tetrafluoroethoxy)cydo-hexyl- 
methy|]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-[[3-(4-fluorophenoxy)phenyQ((ydohexylmethyl)amino]-1 ,1 ,1-trifluoro-2-propanol; 

45 3-(I3-(4-fluorophenoxy)phenyl](cydopentylmethyl)amino]-1 ,1 ,1 -trifluoro-2-propanol; 

3-|I3-(4-fluorophenoxy)phennyO(cydopropyImethyl)amino]-1 ,1 , 1 -triflouro-2-propanol; 

3-II3^4-fluorophenoxy)phenyQ[(3-trifluoromethyl) 
50 cydohexyl-methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 
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3-[[3-(4-fluorophenoxy)phenyl][(3-pentafluoroethyl) 
cydohexyl-methyl]amino]-1 ,1 ,1 -trifluoro-2-pnopanol; 

3-[[3-(4-fluorophenoxy)phenyl][(3-trifluorom8thoxy) 
5 cydohexyl-methyl]amino]-1 ,1 ,1 -trifluoro-2-propanol; 

3-[[3-(4-fluorophenoxy)phenyl]n3-(1 ,1 ^^-tetrafliwroethoxyjcyctohexyl-methyllamino]- 
1 ,1,1-trifluoro-2-propanol; 

1 0 3-t[3-(3-trifluoromethoxybenzyloxy]phenyI] 

(<ydohexylmethyl)amino]-1 ,1 , 1-trifluorch2-propanol; 

3^3-(3-trifluorometho)Qrt}en2ylo)y)phenyl] 
(cydopenty!methyI)amino]-1 f 1 ,1 -trifluoro-2-propanol; 

15 

3^3-(3-trifluoromethoxyben2yloxy)phenyI] 
(cyclopropylmethyl]amino]-1 ,1,1 -trifluoro^ropanol; 

3-[[3-(34rifluorDmethoxyben2yloxy)phenyl][(3- 
20 trifluoromethyl)cydohe)^-methyl]amino]-1 ,1 l 1-trifluoro2-propanol; 

3^3^34rifiuoromethoxybenzyIoxy)phenyIJt(3- 
pentafluoroethyl)cydohexyl-methy0amino]-1 ,1 ,1-trifIuoro-2-propanol; 

25 3-[[3^34rifluoromethoxyben2ytoxy]phenyI][(3- 

trifluoromethoxy)cycfchexyl-methyi]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3^3^3-trifluoromethoxybenzyloxy)phenyI][3-(1 ,1 ,2,2- 
tetrafluoroethoxy)-cydohexylmethv1]amino]-1 ,1,1 -trifluoro-2-propanoI; 

30 

3-H3-(3-trifluoromethylbenzyloxy)phenyIl 
(cydohexylmethyl)amino]-1 , 1 ,1-trifluoro2-propanol; 

3-H3-(3-trifluoromethylbenzyIoxy)phenyll 
35 (cydopentylmethyl)amino]-1 ,1 ,1-4rifluoro-2-propanol; 

3-[[3-(3-trifluc>fonriethylbenzyloxy)phenyq 
(cydopropylmethyl)amino]-1 ,1 ,1-trifluoro-2-propanoI; 

40 3-[[3-(3-trffluorometW 
1 ,1 , 1 -trifluoro-2i3ropanol; 

34[3-(34rifluoromethyfo^ 
1 ,1 ,1 -trifluoro-2-propanoI; 

45 

3^3-(3-trifluoromethylbenzyloxy)phenyl][(3- 
trifluorometho)y)cydohexyl^e^yl]amino]-1 ,1 ,1 -trifluoro-2-propanoI; 

3-[[3-(3-trifluoromethylbenzyloxy)pheny0[^^ ,1 ,2,2- 
50 tetrafluOToethoxy)cydohex^-methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 
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3-{[3-(4-fluoropheno)y)phenyl][(3-pentafluoroethyl) 
cydohexy!-methyQamino]-1 ,1 ,1 -trifluoro-2-propanol; 

3-[[3-(4-fluorophenoxy)phenyl][(3-trifluorom8thoxy) x 
5 cydohexyl-methyl]amino]-1 ,1 ,1-trifluaro-2-prapanol; 

3-[[3-(4-flLiorophenoxy)phenyI]tt3-(1 ,1 ,2,24etraflLioroethoxy)cyclohexyl-methyl]am 
1,1,1 -trifluoro-2-propanol; 

1 0 3^3^3-trifluoromethoxybenzyloxy]phenyI] 

(cydohexylmethyl)amino}-1 ,1 , 1-trifluoro-2«propanol; 

3-I[3-(3-trifluorometho)Q^n2ylo)y)phenyIl 
(cydopentylmethyl)anmno]-1 , 1 ,1 -trifluorx>2-propanol; 

15 

3-[[3-(3-trifluoromethoxybenzyl05cy)phenyI] 
(cyclopropy!methyl]amino]-1 ,1,1 -trifluoro^ropanol; 

3^3-(34rifluoromethoxybenzyloxy)pheny0[(3- 
20 trifluoromethyl)cydohe)^-methyl]amino]-1 , 1 ,1-trifluoro2-propanol; 

3-[[3-(3^uoromethoxyben2^xy)phenyl][(3- 
pentafluoroethyl)cydohexyl-methyl]amino]-1 f 1 ,1-trifluoro-2-propanol; 

25 3-[[3-(34rifluoromethoxyben2ytoxy]pheny0[(^ 

trffluoromethoxy)cy(to^ ,1 ,1-trifluoro-2-propanol; 

3^3-{3-trifluoromethoxybenzyloxy)pheny0[3-(1 ,1 ,2,2- 
tetrafluonoethoxy)-cydohexyf methyl]amino]-1 ,1,1 -trffluoro-2-propanol; 

30 

3-[[3-(3-trifluoromethylbenzyloxy)phenyl] 
(cydohexylmethyI)amino]-1 , 1 ,1-trifluoro2-propanol; 

3-t[3-(3-trifluoromethy!benzytoxy)phenyll 
35 (cydopentylme%I)amino]-1 ,1 , 1-trifluoro-2-propanol; 

3-[[3-(3-triflucMX)methylben2yloxy)phenyl] 
(cydopropylmethyl)aminol-1 ,1 ,1-trifluoro-2-propanol; 

40 3^[3-(3-trifluoromethtf 
1 ,1 ,1-trifluorcH2-propanol; 

3^3-(3-trifluoromethylbenzy^^ 
1 ,1 ,1-trifluoro-2-propanol; 

45 

3-[[3-(3-trifluoromethylbenzyloxy)phenyl][(3- 
trifluoromethoxy)cydohexyl^ethyl]aminol-1 ,1,1 -trifluoro-2-propanol; 

3^3-(3-trifluoromethylbenzytoxy)phenyp[3-(1 ,1 ,2,2^ 
50 tetrafluoroethoxy)cydohex^HfTiethy0amino]-1 ,1 ,1 -trifluoro-2-propanoI; 
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3-[n(3-trifluoramethy!)phe^ ,1 , 14rifluoro-2-propanol; 

3^n(3-pentafluoroethyl)pheny0methy0(<ydohexyl)amino]-1 ,1 ,1 -trifluoro-2«f)ropanol; 

5 3-lfl(3^uoromethoxy)p^ ,1 , 1 -trifluoro-2-propanoI; 

3-m3-(1 f 1 ,2,2-tetrafIuoroethoxy)pheny^ 
methyil(cydohexyl)amino]-1 ,1 ,1-trffluoro-2-propand; 

1 0 3-fl[(3-trifIuoromethyl)phenyqmethyp 

(4-methylcyclohexyI)amino]-1 ,1 ,1 -trifluoro-2-propanol; 

3-tn(3-pentafluoroethyl)phenyI]niethyl] 
(4-methylcyclohexyl)amlno]-1 ,1 ,1-trifluoro-2-propanol; 

15 

3-Q[(3-trifluoromethoxy)phenyl]methyl] 
(4-methylcyclohexyl)amino}-1 ,1,1 -trifluoro-2-propanol; 

3-K3-(1 ,1 ,2,2-tetrafluoroethoxy)phenyl]methyl](4- 
20 methylcycIohexyl)amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-[[[(3-trmuoromethy0phenyllmethyl](3- 
trifluoromethylcyclohexyl)amino]-1 ,1 ,1-trifluoro-2-propanol; 

25 3-K[(3-pentafluoroethyl)phenyl]methyl](3- 

trifluoromethylcyclohe)Qd)amino^1 ,1 ,1-trffluoro-2-propanol; 

3-[[[(3-trifluoromethoxy)phenyl]methyQ(3- 
trifluoromethylcyclohexyl)amino]-1 ,1 ,1-trifluoro-2-propanol; 

30 

3-H[3-{1 ,1 t 2,2-tetrafluaroetho>cy)pheny0me^ 
1 , 1 ,1-trifluon>2-propanoI; 

3-ffi(3-trifluoromelhyl)pheny0methy0[3-( 
35 1 , 1 ,1-trifluoro-2-propanol; 

3-[[[(3-pentafluoroethyl)phen^^ 
1 f 1 ,1-trffluoro-2-propanoI; 

.• 

40 3-[[[(3-trifluoromett^ 

ethylphenoxy)cyclo-he)vl]amino]-1 ,1 l 1-trifluoro-2-propanol; 

3~Q[3-(1 ,1 ,2,2-tetrafluoroethoxy)phenyl]me^ 
cydohexyQamino]-1 ,1 , 1-trifluono-2-propanol; 

45 

3-[D(3-trifluorcmeft ,1 ,1-trifluoro-2- 

propanol; 

3-II[(3-pentafluoroeth^ ,1,1 -trifIUoro-2- 

50 propanol; 
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3-IH(3-trifluoix)methoxy)pheny0methy0(3-phenoxy^ ,1 ,1-trifluoro«2- 

propanol; 



5 3-[[[3-(1 ,1 ^^-tetrafluoraethoxyJphenyllmethylKS- 
phenoxycydohexyl)aminol-1 ,1 ,1-trifluoro-2-propanol; 

3-[[[(3-trifloromethyl)phe^ ,1 ,1-trifluoro-2- 

propanol; 

10 

3-ffi(3-pentefluoroethyl)phen^ ,1 ,1 -trifluoro-2- 

propanol; 

3-[ft(3^uoromethoxy^ ,1 ,1-trifiuoro-2- 

15 propanol; 

3-H[3-(1 ,1 ^^-tetrafluoroethoxyJphenyllmethylKS- 
isopropoxycydohexyl)-amino]-i ,1 ,1-trifluoro-2-propanol; 

20 3-[ff(3-trifluoron^thyl)phenyl]methyl](3- 

cyclopentyloxycyclohexy0amino]-1 , 1 ,1-trifluoro-2-propanol; 

3-Q[(3-pentafluoroethyl]phenyl]methyll(3- 

cy clopentyloxycyclohexyl)amino]-1 ,1,1 -trifIuoro-2-propanol; 

25 

3-[[[(3-trifluoromethoxy)pheny0methyI](3- 
cyctopentyloxycydohexyl)am 

3-[[[3-{1 ,1 ^^-tetrafluoroethoxyJphenyOmeftiylKS- 
30 cydopentyloxycydohexyl)-a^ 

3-{I[(2-trifluoromethyl)pyrid-6-y0methyl](3- 
isopropoxycydohexyl)amino]-1 ,1 ,1 -trifluoro-2-propanol; 

35 34fl(2-trffiuorometh^ ,1,1- 
\ trifluoro-2-propanol; 

3^[(2-trffiuoromethy!)p^ ,1,1 -trifluoro-2- 

propanol; 

40 

3^(2-trifluoromethy0^ 
trifluoromethylcydohe^)^ 

3-[[[(2-trifluoromett^ 
45 1 t 1 f 1-trifluoro-2-propanol; 

3-[[[(2-trifluoromethyl)pyrid-6-y0methy0 
tetrafluoroethoxy)cyd(>-hexyI]amino]-1 ,1 ,1-trifluoro-2-pix>panol; 

50 3-[[[(24rifluorome^ * 
trifluoro-2-propanol; 
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3-[[I(2-trrfIuoromethyl)pyri^ 
trifluoro-2-propanol; 

5 3^(3-trifluoromethyl)pheny^ 

ethylphenoxy)propy(l-aminp]-1 ,1 f 1-trifluoro-2-propanol; 



3-0I(3-pentafluoiwthyl)phenyl]methyQ[3-(4-chIoro-3- 
10 ethylphenoxy)propyl]-arnino]-1 ,1 ,1-trifluoro-2-propanol; 

3-[[[(3-trifluoromethoxy)pheny^ 
ethylphenoxy)propyQ-amino]-1 ,1 ,1-trifluoro-2-propanol; 

1 5 3-ffl[3-{1 , 1 ,2,2-tetrafluoroethoxy)phenyQmethyO[^ 
propyl]amino]-1 ,1 , 14rifluoro-2-propanol; 

3-[I[(3-trifluorDmethyl)phen^ 
fluropropyf]amino]-1 ,1,1 -trifluoro-2-propanol; 

20 

3-[[[(3-pentafluoroethyl)pheny0methy0[3-(4-chlo^ 
fluropropygamino]-1 ,1 ,1-trifluorD-2-propanol; 

3-[fl(3-trif]uoromethoxy)pheny0m 
25 fluropropyOaminoJ-1 ,1,1 -trifluoro-2-propanol; 

3-ffi3-(1 . 1 ,2,24etrafluorctethoxy)ph^^ 
difluropropyl]amino]-1 ,1,1 -trifluoro-2-propanol; 

30 3-[H(3-trifluoromethyl)ph ,1,1 -trffluoro-2- 

propanol; 

3-[E(3-pentafluoroethyl)phe^ ,1 ,1-trifluoro-2- 

propanol; 

35 

3-E(3-Wfluoromethoxy)pte^ ,1 ,1-trifluoro-2- 

propanol; 

3-{[I3-<1,1,2,24etrafluoroetho)y)phenyI]methyQ]3- . 
40 fisopropoxy)propyQamino]-1 , 1 ,1 -trifluoro-2-propanol; 
and 

3-m3-(1 , 1 ,2 f 2-tetrafluoroethoxy)pheny0methy0[3- 
(phenoxy)propyl]amino]-1 ,1 ,1-trifluoro-2-propanol. 

45 



Another class of CETP inhibitors that finds utility with the present invention 
consists of (R)-chiral halogenated 1-substituted amino-(n+l)-alkanols having the 
Formula XVI 



50 
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R XVT-< 



■XVI -6 



K 



XVI- 1 



J XVT-1 



x XVI-7 



XVI-2 



R XVI-16 



\ 



v XVT-4 



k XVI 

s 
C 



^XVT-15 




D XVI-2 

R XVT-8 



R XVI-2 



/ 



/ 



N 



OCVI-3- 



XVI-3 
\ 

r 1 ^^ RxVI-11 



R 3CVI-13 



^XVI-12 



Formula XVI 



5 and pharmaceutical acceptable forms thereof, wherein: 
n W i is an integer selected from 1 through 4; 
Xxsfl is oxy; 

Rxvm is selected from the group consisting of haloalkyl, haloalkenyl, 
haloalkoxymethyl, and haloalkenyloxymethyl with the proviso that Rxvu has a 
10 higher Cahn-Ingold-Prelog stereochemical system ranking than both FW2 and 
(CHRxvii)h-N(Axvi)Qxvi wherein Axvi is Formula XVKII) and Q is Formula XVI-(III); 



15 
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xvi-n xvi-m 

Rxvw6 is selected from the group consisting of hydrido, alkyl, acyl, aroyl, 
heteroaroyt, trialkylsiiyl, and a spacer selected from the group consisting of a covalent 
single bond and a linear spacer moiety having a chain length of 1 to 4 atoms linked to 
5 the point of bonding of any aromatic substituent selected from the group consisting of 
Rxvm, Rxvw, Rxvw, and Rxvms to form a heterocyclyl ring having from 5 through 10 
contiguous members; 

Dxvh, Dxvw, Jxvm, Jxvw and Kxvu are independently selected from the group 
consisting of C, N, O f S and covalent bond with the provisos that no more than one of 
10 Dxvh. Dxvi-2, Jxvh, Jxvw and Kxvu is a covalent bond, no more than one Dxvm, Dxvw, 
Jxvh, Jxvw and Kxvu is be O, no more than one of Dxvh, Dxvw, Jxvh, Jxv« and Kxv M is 
S, one of Dxvh, Dxvw, Jxvh, Jxvw and Kxvh must be a covalent bond when two of Dxvw 
1, Dxvi-2f Jxvh, Jxvw and Kxvm are O and S, and no more than four of Dxvh, Dxvi-2, Jxvh, 
Jxvk and Kxvh is N; 

15 Dxvw, Dxvm. Jxvw, Jxvm and Kxvware independently selected from the group 

consisting of C, N, O, S and covalent bond with the provisos that no more than one is 
a covalent bond, no more than one of Dxvw, Dxvh. Jxvw. Jxvm and Kxvu> is O, no more 
than one of Dxvw, Dxvh, Jxvw. Jxvm and Kxvt- 2 is S, no more than two of Dxvw, Dxvm, 
Jxvw, Jxvm and Kxvi* is 0 and S, one of Dxvw. Dxvm, Jxvw, Jxvm and Kxvwmust be a v 

20 covalent bond when two of Dxvw, Dxvm, Jxvw, Jxvm and Kxvw are O and S r and no 
more than four of Dxvw, Dxvm, Jww, Jwm and Kxvw are N; 

Rxvw is selected from the group consisting of hydrido, aryl, aralkyl, alkyl, 
alkenyl, alkenyloxyalkyl, haloalkyi, haloalkenyl, halocycloalkyl. haloalkoxy, 
haloalkoxyalkyl, haloalkenyloxyalkyl, halocycloalkoxy, halocycloalkoxyalkyl, 
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perhaloaryl, perhaloaralkyl, perhaloaryloxyalkyl, heteroaryl, dicyanoalkyl, and 
carboalkoxycyanoalkyl, with the proviso that Rxvwhas a lower Cahn-Ingold-Prelog 
system ranking than both Rxvm and (CHRxvw)n-N(Axvi)Qxvi; 

Rxvw is selected from the group consisting of hydrido, hydroxy, cyano, aryl, 

5 aralkyl, acyl, alkoxy, alkyl, alkenyl, alkoxyalkyl, heteroaryl, alkenyloxyalkyl, haloalkyl, 
haloalkenyl, haloalkoxy, haloalkoxyalkyl, haloalkenyloxyalkyl, monocyanoalkyl, 
dicyanoalkyl, carboxamide, and carboxamidoalkyl, with the provisos that (CHRxvw) n - 
N(Axvi)Qxvi has a lower Cahn-lngold-Prelog stereochemical system ranking than Rxvn 
and a higher Cahn-lngold-Prelog stereochemical system ranking than Rxvw; 

1 0 Yxvi is selected from a group consisting of a covalent single bond, (C(Rxvn4)2)q 

wherein q is an integer selected from 1 and 2 and (CH(R X vn4)) g -W) W KCH(Rxvi-i4))p 
wherein g and p are integers independently selected from 0 and 1; 

Rwm4 is selected from the group consisting of hydrido, hydroxy, cyano, 
hydroxyaikyl, acyl, alkoxy, alkyl, alkenyl, alkynyl, alkoxyalkyl, haloalkyl, haloalkenyl, 

15 haloalkoxy, haloalkoxyalkyl, haloalkenyloxyalkyl, monocarboalkoxyalkyl, 

monocyanoalkyl, dicyanoalkyl, carboalkoxycyanoalkyl, carboalkoxy, carboxamide, and 
carboxamidoalkyl; 

Zxvi is selected from a group consisting of a covalent single bond, (C(Rxvn6)2) q . 
wherein q is an integer selected from 1 and 2, and (CH(Rxvn5))rWxvr(CH(Rxvn5))k 
20 wherein j and k are integers independently selected from 0 and.1 ; 

Wxu is selected from the group consisting of O, C(0), CfS^OMRx^), 
C(S)N(R) M . 1 4).(R)cvi.i4)NC(0)^ (Rxvm4 )NC(S), S, S(O), S(0) 2 , Sp^R*^), (R**. 
i 4 )NS(0) 2l and N(Rxvm4) with the proviso that Rxvn4 is other than cyano; 

Rxvusis selected, from the group consisting of hydrido, cyano, hydroxyaikyl, 
25 acyl, alkoxy, alkyl, alkenyl, alkynyl, alkoxyalkyl, haloalkyl, haloalkenyl, haloalkoxy, 
haloalkoxyalkyl, haloalkenyloxyalkyl, monocarboalkoxyalkyl, monocyanoalkyl, 
dicyanoalkyl, carboalkoxycyanoalkyl, carboalkoxy, carboxamide, and 
carboxamidoalkyl; 

Rxvm. Rxvws. Rxvm, Rxvw, Rxvw, Rx^e. Rxvuo* Rxvm. Rxvm* and Rxvm3 are 
30 independently selected from the group consisting of hydrido, carboxy, 

heteroaralkyithio, heteroaralkoxy, cydoalkylamlno, acylalkyl, acylalkoxy, aroylalkoxy, 
heterocydyloxy, aralkylaryl, aralkyl, aralkenyl, aralkynyl, heterocyclyl, perhaloaralkyl, 
aralkylsulfonyl, aralkylsulfonylalkyl, aralkylsulfinyl, aralkylsulfinylalkyl, halocydoalkyl, 
halocydoalkenyl, cycloalkylsulfinyl, cydoalkylsulfinylalkyl, cydoalkylsulfonyl, 
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cydoalkylsulfonylalkyl, heteroarylamino, N4ieteroarylamino4si-alkylamino, 
heteroaralkyl, heteroarylaminoalkyl, haloalkylthio, alkanoyloxy, alkoxy, alkoxyalkyl, 
haloalkoxylalkyl, heteroaratkoxy, cycloalkoxy, cydoalkenyloxy, cycloalkoxyalkyl, 
cydoalkylalkoxy, cydoalkenyloxyalkyl, cycloalkylenedioxy, halocycloalkoxy, » 

5 halocydoalkoxyalkyl, halocydoalkenyloxy, halocydoalkenyloxyalkyl, hydroxy, amino, 
thio, nitro, lower alkylamino, alkylthio, alkylthioalkyl, arylamino, aralkylamino, aryithio, 
arylthioalkyl, heteroaralkoxyalkyl, alkylsulfinyl, alkylsulfmylalkyl, arylsulfinylalkyl, 
arylsuffonylalkyl, heteroarylsuffinylalkyl, heteroarylsulfonylalkyl, alkylsulfonyl, 
alkylsulfonylalkyl, haloalkylsutfinylalkyl, haloalkylsulfonylalkyl, alkylsulfonamido, 

10 alkylaminosutfonyl, amidosulfonyl, monoalkyl amidosulfonyl, dialkyl, amidosulfonyl, 
monoarylamidosulfonyl, arylsulfonamido, diarytamidosuffonyl, monoalkyl monoaryl 
amidosulfonyl, arylsulfinyl, arylsulfbnyl, heteroarylthio, heteroarylsulfinyl, 
heteroarylsulfonyj, heterocydylsulfonyl, heterocydyltbio, alkanoyl, alkenoyl, aroyl, 
heteroaroyl, aralkanoyl, hetenoaralkanoyl, haloalkanoyl, alkyl, alkenyl, alkynyl, 

15 alkenyloxy, alkenyloxyalky, alkylenedioxy, haloalkylenedioxy, cydoalkyl, 

cydoalkylalkanoyl, cydoalkenyl, lower cydoalkylalkyl, lower cycloalkenylalkyl, halo, 
haloalkyl, haloalkenyl, haloalkoxy, hydroxyhaloalkyl, 
hydroxyaralkyl, hydroxyalkyl, hydoxyheteroaralkyl, haloalkoxyalkyl, aryl, 
heteroaralkynyl, aryloxy, aralkoxy, aryloxyalkyl, saturated hetenocyclyl, partially 

20 saturated heterocydyl, heteroaryl, heteroaryloxy, heteroaryloxyalkyl, arylalkenyl, 
heteroarylalkenyl, carboxyalkyl, carboalkoxy, alkoxycarboxamido, 
alkylamidocarbonylamido, arylamidocarbonylamldo, carboalkoxyalkyl, 
carboalkoxyalkenyl, carboaralkoxy, carboxamido, carboxamidoaikyl, cyano, 
carbohaloalkoxy, phosphono, phosphonoalkyl, diaralkoxyphosphono, and 

25 diaralkoxyphosphonoalkyl with the proviso that Rxvu, Rxvw. Rxvw, Rxvk7. Rxvw, Rxvw, 
Rxvuo, RxvMi. Rxvn2, and Rxvn 3 are each independently selected to maintain the 
tetravalent nature of carbon, trivalent nature of nitrogen, me divalent nature of sulfur, 
and the divalent nature of oxygen; 

Rxvm and Rxvwt Rxvw and Rxvw, Rxvw and Rxvi-7, Rxw7 and Rxvw, Rxvw and 

30 Rxvuo, Rxvuo and Rwm, Rxvm and Rxvm2, and Rxvu2 and Rxiv-is are independently 
selected to form spacer pairs wherein a spacer pair is taken together to form a linear 
moiety having from 3 through 6 contiguous atoms connecting the points of bonding of 
said spacer pair members to form a ring selected from the group consisting of a 
cydoalkenyl ring having 5 through 8 contiguous members, a partially saturated 
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heterocyclyl ring having 5 through 8 contiguous members, a heteroaryl ring having 5 
through 6 contiguous members, and an aryl with the provisos that no more than one of 
the group consisting of spacer pairs Rxvm and Rxvw, Rxvm> and Rxvw, Rxvw and Rxvw, 
and Rxvw and Rxvw is used at the same time and that no more than one of the group 
5 consisting of spacer pairs Rxn* and Rxvmo, Rxvmo and Rxvm. Rxvm and Rxvm2> and 
Rxvn2 and Rxvu3 can be used at the same time; 

Rxvm and Rxvw, Rxvu and Rxvu3, Rxvw and Rxvw, and Rxvw and Rxvm3 is 
independently selected to form a spacer pair wherein said spacer pair is taken 
together to form a linear moiety wherein said linear moiety forms a ring selected from 
1 0 the group consisting of a partially saturated heterocyclyl ring having from 5 through 8 
contiguous members and a heteroaryl ring having from 5 through 6 contiguous 
members with the proviso that no more than one of the group consisting of spacer 
pairs Rxvm and Rxvi^, Rxvm and Rxvm3. Rxvw and Rxvw, and Rxvw and Rxvm3 is used at 
the same time. 

1 5 Compounds of Formula XVI are disclosed in WO 00/1 8724, the entire 

disclosure of which is incorporated by reference. 

In a preferred embodiment, the CETP inhibitor is selected from the 
following compounds of Formula XVI: 

20 (2R)^3-(3-trifluoromethoxyphenoxy)phenyI][[3-{1 ,1 ,2,2- 

tetrafluoroethoxy)phenyl]methy0amino}-1,1 , 1-trifluoro-2-propanol; 

(2R)-3-P-(3-isopropylphenoxy)phenyl]tI3-(1 ,1 ,2,2- 
tetrafluoroethoxy:)phenyll-methyl]amino]-1 ,1 ,1-trffluoro-2-propanol; 

25 

(2R)-3-I[3-(3-cydopropyIphenoxy)phenyl][I3-(1 ,1 ,2,2- 
tetrafluoroethoxy)phenyll-methyllamino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-[[3-(3-(2-furyl)phenoxy)phenyO[I3-(1 ,1 ,2,2-tetrafluoroethoxy)phenyQ- 
30 methyl]amino]-1 ,1 ,1 -trifluoro-2-propanol; 

(2R}-3-{[3-(2 > 3-dichlorophenoxy)phenyl][[3-{1 ,1 ,2,2- 
tetrafluoroethoxy)phenyl]-meth>1lamino]-1 ,1 ,1-trifluoro-2-propanol; 

35 (2R)-3-[[3-(4-fluorophenoxy)phenyI][[3-(1 ,1 ,2,2- 

tetrafluoroethoxyjphenyl^methynaminoi-l ,1 , 1-trif!uoro-2-propanol; 

(2R)-3-[[3-(4-methylphenoxy)phenyl][I3-(1 1 1 ,2,2- 
tetrafluoroethoxy)phenyl]-nnethyl]amino]-1 ,1 ,1-trffluoro-2-propanol; 

40 

(2R>-3-I[3-(2-fluoro-5-bromophenoxy)phenyl][I3-(1, 1,2,2- 
tetrafluoroethoxy)phenyl]-methyI]amino]-1 ,1 ,1-trifluoro-2^propanol; 



X 
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heterocyclyl ring having 5 through 8 contiguous members, a heteroaryl ring having 5 
through 6 contiguous members, and an aryi with the provisos that no more than one of 
the group consisting of spacer pairs Rxvu and R^, Rxvm> and R^, and Rxvr, 
and Rxw-7 and Rxvw is used at the same time and that no more than one of the group 
5 consisting of spacer pairs Rw^ and Rxvmo, Rxvmo and Rxvmii Rxvm and Rxvu* and 
Rxvw2 and Rxvm3 can be used at the same time; 

Rxvu and Rxvw, Rxvu and Rxvu3. Rxvw and Rxvw, and Rxvw and Rxvus is 
Independently selected to form a spacer pair wherein said spacer pair is taken 
together to form a linear moiety wherein said linear moiety forms a ring selected from 
• 10 the group consisting of a partially saturated heterocyclyl ring having from 5 through 8 
contiguous members and a heteroaryl ring having from 5 through 6 contiguous 
members with the proviso that no more than one of the group consisting of spacer 
pairs Rxvm and Rxvw* Rxvw and Rxvm* Rxvw and Rxvw, and Rxvw and Rxvm 3 is used at 
the same time. 

1 5 Compounds of Formula XVI are disclosed in WO 00/1 8724, the entire 

disclosure of which is incorporated by reference. 

In a preferred embodiment, the CETP inhibitor is selected from the 
following compounds of Formula XVI: 

20 (2R>3fl3-(3-trifluoromethoxyphenoxy)phenyl][I3-(1 ,1 ,2,2- 
tetrafluoroethoxy)phenyOmethyQaminoH 

(2R)-3-[[3-(3-isopropylphenoxy)phenyl][I3-(1 ,1 ,2,2- 
tetrafluoroethoxy)phenyl]-methy1]amino]-1 ,1 ,1-trffluoro-2-propanol; 

25 

(2R)-3-[[3-(3-cyclopropylphenoxy)phenyOII3-(1 ,1 ,2,2- 
tetrafluoroethoxy)pheny0-methyf|amino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-[[3-(3-(2-fuiyl)pheno^ 
30 methy|]amino]-1,1,1-trifluoro-2-propanol; 

(2R>-3-{[3-(2,3<lichloraphenoxy)phenyl][[3-(1 ,1 ,2,2- 
tetrafluoroethoxy)phenyll-meth^lamino]-1 ,1 ,1 -trifluoro-2-propanol; 

35 (2R)-3-[I3-(4-fluorophenoxy)phenyI][[3-(1 ,1 ,2,2- 

tetrafluoroethoxy)phenylj-methy!]amino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-p-(4-methylphenoxy)phenyl][I3-(1 ,1 ,2,2- 
tetrafluoroethoxy)phenyl]-methyllamino]-1 ,1 ,1-trifluoro-2-propanoI; 

40 v 

(2R)-3-[[3-(2-fiuoro-5-bromophenoxy)phenyl]II3-(1 ,1 ,2,2- 
tetrafluoroethoxy)phenyl]-methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 
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(2R)-3-[I3-(4-chloro-3-ethylphenoxy)phenyq[[3-(1 ,1 ,2,2- 
tetrafluoroethoxy)phenyl]-methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 



(2R)-3-H3-[3-(1 ,1 ,2,2-tetrafluoroethoxy)phenoxy]pheny0 
It3-(1,1 t 2,2-tetrafiuoro^thoxy)phenyl]methyl]amino -trifluoro-2-propanol; 

(2R)-3-|I3-I3-(pentafIu(xoethyl)phenoxy]phenyl]II3-( 1 ,1 ,2,2-tetrafluoroethoxy)- 
10 phenyQmethyt]amino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-{[3-(3,5-<limethylphenoxy)phenyI][[3-(1 ,1 ,2,2- 
tetrafluoroethoxy)pheny1]-methyl]amino]-1 , 1 ,1-trifluoro-2-propanol; 

1 5 (2R)-3-n3-(3-ethylphenoxy)phenyl][[3-(1 , 1 ,2,2-tetrafluonoethoxy)phenyQ-methy0amino]- 
1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-t-butylphenoxy)phenyI][[3-(1 .1 ,2 t 2- 
tetrafluoroethoxy)phenyOHnethy!]amino]-1 ,1 ,1 -trifluoro-2-propanol: 

20 

(2R)-3-[I3-(3-methylphenoxy)phenyl][[3-(1 ,1 ,2,2- 
tetrafluoroetho^)phenyO-methyQamino]-1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[I3-(5,6,7 f 8-tetrahydro-2-naphtho)cy)phenyG[[3-(1 ,1 ,2,2-tetrafluoro- 
25 ethoxy)phenyl]methyl]amino]-1 ,1 ,1 -trifluoro-2-propanol; 

(2R)-3-{[3-(phenoxy)phenyI][[3-(1 ,1 ,2,2- 
tetrafluoroethoxy)pheny0methy0amino]-1 , 1 , 1 -trifluoro-2-propanol; 

30 (2R)-3-p-[3-(N,N-dime^^ ,1 ,2,2-tetrafluoro- 

ethoxy)phenyl]methyI]amino]-1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[tt3-(1 , 1 ,2,2,-tetrafl^^ 

pheny0methoxy]phenyflamino]-1 ,i ,1 -trifluoro-2-propanol; 

35 

(2R)-3-[[[3-(1 ,1 ,2,2-tetrafluoroetho^)phe^^ 
methyl)pheny0methoxy]pheny0amino]-1 ,1 ,1-trifluoro-2-propanoI; 

(2R>3-[I[3-(1 f 1£ t 2-teti^ 
40 methoxy]phenyl]amino]-1 ,1 ,1-trifluoro-2-propanol; v 

(2R)-3-[[[3-(1 ,1 ,2,2-tetrafluoroethoxy)pte^ 
phenyl]methoxy]phenyl]am^ 1,1 ,1-trifluono-2-propanol; 

45 (2R)-3-l[[3-(1 ,1 ,2,2-tetrafluoroethoxy)^ 

methoxy]pheny!lamino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R}-3-[[[3-(1 ,1 .^-tetrafluoroethoxyjph^^ 
phenyI]amino]-1 ,1 ,1-trtfluoro-2-propanol; 
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(2R)^3^2KJifluoromethoxy^ 
phenyQmethy0amino]-1 ,1,1 -trifluoro-2-propanol; 

. (2R)^3K2-trmuoromethyl^yridyloxy)phenyI][[3-( 1,1,2 f 2-tetrafluoroethoxy>- 
5 phenyl]methyl]amino]-1 f 1 ,1 -trifluoro-2-propanoI; 

(2R}^-p-(3Klifluoromethoxyphenoxy)phenyl][I3-(1 ,1 ,2,2- 
tetrafluoroethoxy)-phenyl]meth^ 

1 0 (2R)^3-(3-trifuorometty^ 1 , 1 ,2,2-tetrafluoroethoxy)- 

phenyl]methy0amino]-1 f 1 ,1 -trifluoro-2-propanol; 

(2R)-34[3-(4^torch3-trifluoromethylphenoxy)pte 1 ,1 ,2,2-tetrafluoroethoxy)- 
phenyflmethyl]amino]-1 f 1 ,1-trifluoro-2-propanol; 

15 

(2R)-3^3-(3-trifluoromethoxyphenoxy)phenyI]p- 
(pentafluonoethyl)phenyQ-methyl]amino]-1 ,1 ,1-trifluoro2-propanol; 

(2R)-3-[[3-(3-isopropylphenoxy)phenyl]t[3- 
20 05entafluoroethyl)phenyGmethyl]-amino]-1 ,1 ,1-trifluorch2-propano[; 

(2R)-3-[I3-(3<yclopropylphenoxy)phenyl][[3- 
(pentafluoroethyl)phenyl]methyl]-amino]-1 ,1 ,1-trifluoro2-propanol; 

25 (2R)-3-{[3.(3<(2-furyJ)phenoxy)phenyl][t3- 

(pentafluonoethyl)phenyljmethy0-amino]-1 ,1 ,1-trifluoro-2-propanoI; 

(2R)-3-[[3-(2 l 3-dichlorophenoxy)phenyi]|I3- 
(pentafluoroethyl)phenyl]methy0-amino]-1 ,1 ,1-trifIuorc>-2-propanol; 

30 

(2R)-3-[[3-(4-fluoropheno)cy)phenyll[[3' 
(pentafluoroethyl)phenyl]methyl]amino]-1 ,1 ,1-trifluoro-2i>ropanol; 

(2R)-3-[[3-(4-methylphenoxy)phenyq[[3- 
35 (pentafluoroethyl)phenyl]methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-[[3-(2-fluoro-5-bramophenoxy)phenyO[[3- 
(pentafluoroethyl)phenyIlmethyl]-amino]-1 ,1,1 -trifluoro-2-propanoi; 

40 

(2R)-3-[[3-(4-ch!oro-3-ethylphenoxy)phenyI][[3- 
(pentafluoroethyl)phenyl]methy0-am?no]-1 ,1,1 -trffluoro-2^ropanol; 

(2R>-3-[[3-[3-(1 ,1 ,2,2-tetrafIuoroethoxy)pheno>cy]phenyI][ [3-(pentafluoroethyl>- 
45 phenyl]methyQamino]-1 ,1 , 14nfluoro-2i3ropanol; 

(2R)-3-[[3-[3-(pentafluoroethyl)phenoxyIphenyl][[3- 
(pentafluoroethyl)phenyQ-methyl]amino]-1 ,1 t 1-trifluoro2-propanol; 

50 (2R>3-[[3-(3,5<Hmethy^ 
1 ,1 ,1-trifIuoro-2-propanol; 
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(2R)-3-|I3-(3-ethylphenoxy)phenyl][I3-{pentafluoroethyI) phenyl]methyqamino]-1 f 1 ,1- 
trifluoro-2-propanol; 

5 (2R)-3HI3-(3-t-bu^ 
trifluoro-2-propanol; 

(2R)-34I3-{3-methylphenoxy)phenyl]II3-(pentafluoroethyl) pheny0methyl]amino]-1 ,1 ,1- 
trifluoro-2-propanol; 

10 

(2R)-3-H3-(5 ( 6 f 7,8-tetrahydro2-naphthoxy)phenyI][[3- 
(pentafluoroethyl)phenyl]-n)ethyl]amino]-1 ,1 ,1 -trffiuoro-2-propanol; 

(2R)-3-H3-(phenoxy)phenyl][[3(pentafluoroethyl) 
1 5 phenyl]methyi]amino]-1 ,1,1 -triftuoro-2-propanol; 

(2R)-3-{[3-[3-(N,N-dimethyIamino)phenoxy]phenyO[[3- 
(pentafluoroethyl)pheny0-methyl]amino]-1 ,1 ,1 -trifiuoro-2-propanoI; 

20 (2R)-3^3^pentafluoroet^ 
(trifluorometho^ 

(2R)-3-[[[3-(pentafluoroe^^ 
methoxy]pheny!]amino]-1 ,1 , 1-trifluoro-2-propanol; 

25 

(2R^3-C[3-(pentafluoroethyl)pheny0methyl][3-[[3 i 6- 
dimethylphenyfJmethoxy]-phenyl]amino]-1 ,1,1 -trffluoro-2-propanoi; 

(2R)-3-[[[3-(pentafluoroethyl)phenyl]methyl][3-[[3- 
30 (trifluoromethylthio)phenyQ-methoxy]phenyilamino]-1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-fl[3-(pentafluoroethyl)pheny0methyl][3-[I3,5- 
difluorophenyl]methoxy]-phenyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

35 

(2R)-3-ni3-(pentafluoroethyl)pheny0methyl][3- 
[cydohexylmethoxy]phenyq-amino]-1 ,1 ,14rifluoro-2-propanol; 

(2R)-3-tl3H2-difluoromethoxy-4-pyridy!oxy)phenyI][[3- 
40 (pentafluoroethyt)phenyl]-methyflamino]-1 ,1 , 1-trifluoro-2-propanol; 

(2R)-3-[[3-<2-trifluorome^^ 

(pentafluoroethyl)phenyl]-methyIlamino]-1 ,1 ,1 -trifiuoro-2-propanol; 

r 

45 (2R)-3-H3-(3-difluoromethoxyphenoxy)phenyI][[3- 

(pentafluoroethyi)phenyl]-inethyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-[[I3-(3-trifluoromethylthio)phenoxy]phen 
(pentafluoroethy))pheny0-methyf|arnino]-1 ,1 , 1-trifluoro-2-propanol; 

50 

(2R)-3-[[3-(4-chloro-^ 
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(pentafluoroethyl>phenyl]niethyl]amino]-1 ,1 J-trifluoro-2-propanol; 

(2R)-34[3-(3-trifluoromethoxyphenoxy)phenyO[[3- 
(heptafluoropropyl)phenyl]-iTi6thyGamino]-1 ,1 , 1-trifluoro-2-propanol; 

5 

(2R)-3-[[3-(3-isopropylphenoxy)phenyl]I[3- 
(heptafluoropropyl)phenyl]methyl]-amino>-1 ,1 ,1-trifluori>-2-propanoI; 

(2R}^3^3-cyclopropy!phera^ 
10 1 l 1 l 1-trifluoro-2-propanoI; 

(2R)^3K3-(2-furyl)phenoxy)phenyl][[3-(heptafIuofopro phenyl]methyfl-amino]- 
1 ,1 .l-trifluo^-propanol; 

15 (2R)-3-[I3-(2,3Klichloraphenoxy)phenyl][[3-{heptafIuoropro 
1 , 1 , 1 -trifluoro2-propanol; 

(2R)-3-{I3K4-fluorophenoxy)phenyO[[3-(heptafluoropropyl) phenyl]methy0amino]-1 ,1 , 1- 
trifluoro-2-propanol; 

20 

(2R)^3-(4-methylpheno^)phenyl]K3-(heptafiuoropropyl) phenygmethyl]amino]- 
1 , 1 , 1 rtrifIuoro-2-propanol; 

(2R)-3-[[3.(2-fluoro-5-bromophenoxy)phenyl]t[3- 
25 (heptafluoropropyl)phenyl]-methyl]amino]-1 ,1,1 -trifluoro-2-propanol; 

(2R)-3^3-(4^loro-3-ethylphenoxy)phenya[I3- 
(heptafluoropropyl)phenyl]methy0-amino]-1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-[3-(1 ,1 ,2 f 2-tetrafluorDethoxy)pherioxy]phenyl][ [3-(heptafluoropropyl>- 
pheny0methyl]amlno]-1 ,1 ,1 -trifluoro2-propanol; 

(2R)-3-II3-[3-(pentafluoroethyl)phenoxy]phenyI][[3- 
(heptafluoropropy0phenyq-methyl]amino]-1 ,1,1 -trifluoro-2i)ropanol; 

(2R>3^3-(3,5^ime%lphenoxy)phenyl]II3-(heptafluoropnopyl) phenyQmethylJ-amino]- 
1,1,1 -trifluoro-2-propanoI; 

(2R>3-[[3-(3^thylpherK>^^^ pheny0methyQamino]-1 f 1,1- 
trifluoro-2-propanol; 

(2R)-3-[[3-(3-t-butylphenoxy)phenyl]p-(heptafIuoropropy!) phenyl]methyQamino]-1 ,1 ,1- 
trifluoro-2-propanol; 

(2R)-3-I[3-(3H7iethylphenoxy)phenyl][I3-(heptafluoropropyl) phenyQmethyflamino]- 
1 ,1 ,1-trifluoro-2-propanol; 

(2R>3^3-(5 t 67,&-tetrahydrD-2-naphthoxy)phenyll[[3- 
(heptafluonopropyl)phenyl]-methyl]amino]-1 ,1 ,14rif!uoro-2-propanol; 
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(2R)-3-fl[3-<phenoxy)phenyO[[3-(heptafluoropropyl) phenyl]methy0amino]-1 ,1,1 -trifluoro- 
2-propanol; 

(2R)-3^343-{N f NKlimethyIamino)phenoxy]phenyl][[3- 
5 (heptafluoropppyl)pheny0-methyl]amino]-1 ,1 ,1-trifluono-2-propanol; 

(2RV3-Q[3-(heptafluoropropyl)phenyl]methyO[3-[[3- 
(trifluoromethoxy)phen^-methoxy]phenyl]amino]-1 ,1 t 1-trifiuoro-2-propanol; 

1 0 (2R)-3-{[[3-(heptafluoropro^ 

(trifluoromethyl)phen^ ,1 f 1-trifluoro-2-propanol; 

(2R)-3^3^heptafluoropropyl)pheny1]methyl][3-[[3,5- 
dimethyIphenyl]methoxyl-phenyl]amino]-1 ,1 ,1 -trifluoro-2-propanol; 

15 

(2R)~3-[[[3Kheptafluoropro^^ 
(trifluoromethytthio)pte^ 

(2R)-3-l[[3-(heptafIuoropropyl)phenyqmethyl][3-[[3,5- 
20 difluoropheny0methoxy]-phenyllamino]-1 ,1,1 -trifluoro-2-propanoI; 

(2R)-3-t[[3«(heptafluoropropyl)phenyIImethyl][3- 
[cydohexylmethoxy]pheny^ 



(2R)-34I3^2<lifluoromethoxy^yridyloxy)phenyI][[3- 
(heptafluoropropyl)pheny^^ 

30 (2R)-3-[[3K2-trifluoromethyl^yridyloxy)phen^ 

(heptafluoropropyI)phenyl]-nnethyl]amlno]-1 ,1 ,1 -trifluoro-2-propanol; 

(2R^3^3^3Klifluoromethoxyphenoxy)pheiiyll[I3-, 
(heptafluoropropyl)phenyl]-methyr|amino]-1 , 1 ,1-trifluoro-2-propanol; 

35 

(2R>-3^3-(3-trifluorome^ 

(heptafluoropropyI)phenyOHTiethyl]amino]-1 ,1 , 1-trifluoro-2-propanol; 

(2R^3-[[3^4-c^loro-3-trifluoromethylphenoxy) 
40 (heptafluoropropyl)-phenyl]methy0amino]-1 ,1 ,1-trifluoro-2i}ropanol; 

(2RKHl3-(3-trifluoronre^ 

(trifluoromethyl)-phenyl]methyOanriino]- 1,1,1 4rifluoro-2-propanol; 

45 (2R)-3-[(3-(3-isopropylphenoxy)phenyl][[2-fIuonc)-5- 

(trifluoromethyl )phenyl]-methy0amino]-1 f 1 ,1-trif!uorx>2-propano!; 

(2R)-3^3-(3<ydopropylphenoxy)phenyO[[2-fluoro-5- 
(trifluoromethyl)pheny0-methyl]amino]-1 ,1 ,1-trifIuorx>2-propanol; 
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(2R)-3^3-(3-(2-furyl)phenoxy^ . 
methyI]amino]-1 ,1 ,1 -trifluoro-2-propanol; 

(2R)-3-fl3-{2 f 3^i<^lorophenoxy)phenyQ|I2-fluofO-5- 
5 (trifluoromethyl)phenyQ-methyl]amino]-1 , 1 .l-trifluoro-2-propanol; 

(2R)-3-tt3-(4-fluorophenoxy)^ 
1,1,1 -trifluono-3-propanol; 

1 0 (2R)-3^3-(4-methylphenoxy)phenyO[I2-fluoro-5- 

(trifluoromethyl)pheny0-meth>^amino]-1 ,1,1 -trffluoru-2-propanol; 

(2R)-3-[[3^2-fluoro-5-br^ 
phenygmethyQamino]-1 ,1 ,1-trifluoro-2-propanol; 

15 

(2R)-3-[[3-(4-chloro-3^ 
phenyI]methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-[[3-[3-(1 ,1 ,2,2-tetrafluoroethoxy)phenoxy]phenyI] 
20 [[2-fluoro-5-(trifluoroHrnett^ ,1 -trifluoro-2-propanol; 

(2R)-3-[[3-l3-(pentafluoroethyl)phenoxy]phenyQ[[2-fluoro-5-(trffl 
phenyQmethyqamino]-T,1 ,1 -trifluoro-2-propanol; 

25 (2R)-3-[[3-{3,5-dimethyIphenoxy)phenyl]t[2-fluoro-5- 

(trifluoromethyl)phenyq-methyl]amino]-1 ,1 ,1-trifluoro2-propanol; 

(2RV3-[[3-{3-e%lphenoxy)phen^ 
1,1 ,1 -trifluoro-2-propanol; 

30 

(2R)-3-[[3-(3-t-butyIphenoxy)phenyq[I2-fluoro-5- 
(trifiuoromethyl)phenyI]methyl]-amino]-1 ,1 .l-trifIuoro-2-propanol; 

(2R)-3-[[3-(3-methyiphenoxy)phenyll[l2-fIuoro-5- 
35 (trifluoromethyl)pheny0methyl]-amino]-1 ,1 ,1-trffiuoro-2-propanol; 

(2R)-3-[[3-{5 ? 6 i 7,8-tetrahydro-2-naphthoxy)phenyO[[2-fluor^ 
phenyflmethy0amino]-1 ,1 f 1-trifluoro-2-propano!; 

40 (2R>3-[[3-(phenoxy)phenyO[[2^ phenyl]methyqamino]-1 ,1,1- 

trifluora-2-propanol; 

(2R)-3-n3-[3-(N l N^imethylanmno,phenoxy]phenyO[t2-fl 
pheny0methyl]amino]-1 f 1 ,1-trifluoro-2-propanoI; 

45 

(2R>3^2-fluoro-5Ktrifluorom^ 

(trifluc^omethoxy)-pheny!]methoxy]pheny0annino]-1 ,1 ,1-trifluoro-3-propanol; 

(2R>3-[n2-fluoro-5-(trifluoromethyl)pheny0n^ 
50 (trifluoromethyI)-phen^ ,1-trifluon>2-propanol; 
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(2R)-3-[n2-fluoro-5-(trifluoro^ 
methoxy]pheny!Jamino]-1 ,1 ( 1-trifluoro-2-propanol; 

(2R)-3-(U2-fluorc>-5-(trifluoromethyl)ph 
5 phenyI]methoxy]phenyI]amino]-1 , 1 ,1 -trifluoro-2-propanol; 

(2R)-3-[fl2-fluoro-5-^ 

methoxy]phenyflamino]-1 ,1 ,1-trifluoro-2-propanol; 

10 

(2R)-3-[P-fluoro^(trifluoro^ 

[cydohe)^lmethoxyl-phenyl]amino]-1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[I3-<2-difluorometto^ 
15 phenyljmethyllaminol-l.l^-liifluor^-propanol; 

(2R)^3-(2-trifluorometty^ 
phenyl]methyI]amino]-1 ,1 l 1-trifluoro-2-propanol; 

20 (2R)^3-(3-difluoromethoxy^^ 

phenyl]methy1]amino]-1 ,1 1 1-trifluoro-2-propanol; 

(2R)-3-[n3-(3-trifluoramethylthio)phenoxy]phenyQ[[2^ 
phenyl]methyl]amino]-1 ,1,1 -trifluoro-2-pnopanol; 

25 

(2R)-3-[[3-(4-(^loro^tiiflu^^ 
methyl)phenyl]methyl]amino]-1 ,1 ,1-trifIuoro-2-propanol; 

(2R)^3-(3-trifluoromethoxw 
30 (trifluoromethyl)-pheny0methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R^3Hp-(3-»sopropyfphenoxy)phenyl][[2-fluoro-4- 
(trifluoromethyl)pheny^methyl]amino]l-1 ,1 ,1-trifluoro-2-propanol; 

35 (2R)-3-[[3-(3-cydopropylphenoxy^ 

methyOaminoJ-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-[[3-(3-(2-furyl)pheno^ 
methyflamino]-1 ,1,1 •trifluoro-2-propanol; 

40 

(2R)-3^3-(2 f 3-dichlorophenoxy)phenyO[[2-fluoro-4- 
(trifluoromethyl)phenyl]-methy0amino]-1 ,1 ,1-trifIuoro-2-pnopanol; 

(2R)-3-p-(4-fIuorophenoxy)phen^^ 
45 1,1,1-trifluoro-2-propanol; 

(2R)-3-[[3-(4-methylpheno^ 
(trifluoromethyl)phenyg-^ 

50 (2R)-3-[[3-(2-fIuorD-5-bromophenoxy)phenyI][[2-fluofX>4- 

(trifluoramethyl)-phenyl]methyl]amino]--1 ,1 f 1-trifluoro-2-propanol; 
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(2R)-3^3K4^loro-3-ethylphenoxy)phenyQt[2-fluoro-4- 
(trifluoromethyl^phenyOmethyllaminol-1 1 1 ,1-trifluoro-2-propanoI; 

5 

(2R)-3-{[3-[3-(1 , 1 ^^-tetrafluoroethoxyjphenoxyjphenyl] 
[[2-fluc^o4-(trifluoromethyl)phenyl]methyl]amino]--1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-[[343-(pentaf!uoroet^ 
10 phenyqme%0annino]-1 f 1 l 1-trifluoro-2-propanol; 

(2R)-3-t[3-(3,5Hdimethylphenoxy)phenyO[[2-fluoixv4- 
(trifluoromethyl)phenyl]-methyl]aiTiinol-1 ,1 ,1-trifluoro-2-propanol; 

15 (2R)-3-{[3-(3-ethylpheno^ 

(trifluoromethyl)pheny0mefhyQ^mino]-1 ,1,14rifluoro-2-propano!; 

(2R)-3-{[3-(3-t45Utylphenoxy)phenyO[[2-fluorcH^ 
(trifluoromethyl)phehy0methy0^mino]-1 ,1,1 -trifluoro-2-propanol; 

20 

(2R)-3-|I3-(3-methylphenoxy)phenyO[[2-fluoro^- 
(trifluoromethyl)phenyl]methyl]-amino]-1 ,1 ,1-trffluoro2-propanol; 

(2R>3-[[3-(5 t 6 > 7 I 8-tetrahydro-2-naphthoxy)phenyl][[2-^ 
25 pheny0rriethyl]aminoH.1,1-trmuoro-2-propano!; 

(2R)-3-[[3~(phenoxy)pheny^ phenyl]methyI]amino]<1 ,1,1- 

trifluoro-2-propanol; 

30 (2R)-3-[[3-[3-(N,N<lime^^ 

phenyOmethyOaminoJ-1 , 1 , 1 -trifluoro-2-propanol; 

(2R>3-[[[2-fluoro^trifluoromethyl)pheny0methy0[3. 
n3Htrifluoromethoxy)phenyQmethoxy]phenyl]aminol-1 ,1,1 -trifluoro-2-propanol; 

35 

(3R^3-[[P-fluoro^(Mflutf 

[[3-(trifluoromethyl)pheny0methoxy]phenyQamino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-[n2-fluoro^ 
40 methoxylphenyljaniinol-l^.l-trifluor^-propanol; 

(2R)-3-[[[2-f]uoro^^ 

(trifluoromethylthio^^ , 1 , 1 -trifluoro2-propanol; 

45 (2R)-3^2-fluoro^triflu^^ 

methoxy]phenyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3^-fluoro^trifluorornethyl)pheny1]methyl][3- 
[cydohexylmethoxy]-phenyl]amino]-1 ,1 ,1-trffluoro-2-propanol; 

50 
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(2R)-3-[[3-(2<lifluaromethoxy^ 
phenyl]methyQamino]-1 ,1 .l-trifluoro-^-propanol; 

(2R)-3-[[3^24rifluoromethy^ 
5 phenyOmethyOaminohl.lJ^rifluo^-propanol; 

(2R)-3-[I3-(3-difluoromethoxyphenoxy)phenyl]P-fluorc>^ 
(trifluoromethyl)-pheny0n^th^amino]-1 , 1 ,1 -trifluoro-2-propanol; 

10 (2R)-3-[[[3-(3-trifluorometh^^^ 

phenyI]methyl]amino]-1 ,1,1 -trifluoro-2-propanol; and 

(2R)-3-Q3-(4^hlorch3-trifluoro 

(trifluc^omethylJphen^methyOamino]-! ,1 , 1-trifluoro-2-propanol. 

15 

Another class of CETP inhibitors that finds utility with the present invention 
consists of quinolines of Formula XVII 



20 




Formula XVII 

and pharmaceutical^ acceptable forms thereof, wherein: 

25 Axvu denotes an aryl containing 6 to 10 carbon atoms, which is optionally 

substituted with up to five identical or different substituents in the form of a halogen, 
nitro, hydroxyl, trifluoromethyl, trifluoromethoxy or a straight-chain or branched alkyl, 
acyl, hydroxyalkyl or alkoxy containing up to 7 carbon atoms each, or in the form of a 
group according to the formula -NRxvn-^xvtw, wherein ( 

30 Rxviwand Rxvu-s are identical or different and denote a hydrogen, phenyl or a 

straight-chain or branched alkyl containing up to 6 carbon atoms, 

" Dxvu denotes an aryl containing 6 to 10 carbon atoms, which is optionally 
substituted with a phenyl, nitro, halogen, trifluoromethyl or trifluoromethoxy, or a radical 
according to the formula 
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. >c 

Rxvn-6 L xvii ^ Rxv / 

r 

r or Rxvihg t xvii — v xvn"~Xxvn — 
wherein 

5 Rwiw, Rxvo-7» Rxvino denote, independently from one another, a cycloalkyl 

containing 3 to 6 carbon atoms, or an aryl containing 6 to 10 carbon atom or a 5- to 7- 

N membered, optionally benzo-condensed, saturated or unsaturated, mono-, bi- or 
tricyclic heterocyde containing up to 4 heteroatoms from the series of S, N and/or O, 
wherein the rings are optionally substituted, in the case of the nitrogen-containing rings 

1 0 also via the N function, with up to five identical or different substituents in the form of a 
halogen, trifluoromethyl, nitro, hydroxy!, cyano, carboxyl, trifluoromethoxy, a straight- 
chain or branched acyl, alkyl, alkylthio, alkylalkoxy, alkoxy or alkoxycarbonyl containing 
up to 6 carbon atoms each, an aryl or trifluoromethyl-substituted aryl containing 6 to 10 
carbon atoms each, or an optionally benzo-condensed, aromatic 5- to 7-membered 

1 5 heterocyde containing up to 3 heteoatoms from the series of S, N and/or O, and/or in 
the form of a group according to the formula -OIW11. -SR^na, -S0 2 Rxvn-i3, or -NR»/iu 

RjMMit RxviM2» and Rxvim3 denote, independently from one another, an aryl 
containing 6 to 10 carbon atoms, which is in turn substituted with up to two identical or 
20 different substituents in the form of a phenyl, halogen or a straight-chain or branched 
alkyl containing up to 6 carbon atoms, 

Rxvim4 and Rxvius are identical or different and have the meaning of Rxvim and 
Rxviw given above, or 

Rxvii-e and/or Rxvtw denote a radical according to the formula 

25 

\ 
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Rxviw denotes a hydrogen or halogen, and 

Rxv/iw denotes a hydrogen, halogen, azido, trifluoromethyl, hydroxyl, 
5 trifluoromethoxy, a straight-chain or branched alkoxy or alkyl containing up to 6 carbon 
atoms each, or a radical according to the formula NRxvm-ieRxvu-iT; 

Rxvtue and Rxw-i 7 are identical or different and have the meaning of R mH and 
Rxvik> above; or 

Rxvn-8 and Rxvm* together form a radical according to the formula =0 or =NRxvn- 

Rxvu-18 denotes a hydrogen or a straight-chain or branched alkyl, alkoxy or acyl 
containing up to 6 carbon atoms each; 

Lxvu denotes a straight-chain or branched alkyiene or alkenylene chain 
containing up to 8 carbon atoms each, which are optionally substituted with up to two 
15 hydroxyl groups; 

Txvii and Xxvu are identical or different and denote a straight-chain or branched 
alkyiene chain containing up to 8 carbon atoms; or 

Txvu and Xxvu denotes a bond; 

Vxvu denotes an oxygen or sulfur atom or -NRxvu-19; 
20 Rxvu-19 denotes a hydrogen or a straight-chain or branched alkyl containing up 

to 6 carbon atoms or a phenyl; 

Exs/n denotes a cycloalkyl containing 3 to 8 carbon atoms, or a straight-chain or 
branched alkyl containing up to 8 carbon atoms, which is optionally substituted with a 
cycloalkyl containing 3 to 8 carbon atoms or a hydroxyl, or a phenyl, which is optionally 
25 substituted with a halogen or trifluoromethyl; 

Rxvim and Rxw-2 are identical or different and denote a cycloalkyl containing 3 
to 8 carbon atoms, hydrogen, nitro, halogen, trifluoromethyl, trifluoromethoxy, carboxy, 
hydroxy, cyano, a straight-chain or branched acyl, alkoxycarbonyl or alkoxy with up to 
6 carbon atoms, or NR^m^oRxvu-*; 



r 
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Rxviwoand Rxw.21 are identical or different and denote hydrogen, phenyl, or a 
straight-chain or branched alky! with up to 6 carbon atoms; and or 

Rxvim and/or Rxvi^are straight-chain or branched alkyl with up to 6 carbon 
atoms, optionally substituted with halogen, trifluoromethoxy, hydroxy, or a straight- 
5 chain or branched alkoxy with up to 4 carbon atoms, aryl containing 6-10 carbon 
atoms optionally substituted with up to five of the same or different substituents 
selected from halogen, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, nitro, straight- 
chain or branched alkyl, acyl, hydroxyalkyl, alkoxy with up to 7 carbon atoms and 
NRxw-22Rxvn-23; 

1 0 RxvH-22 and Rxvn-23 are identical or different and denote hydrogen, phenyl or a 

straight-chain or branched akyl up to 6 carbon atoms; and/or 

Rxvim and Rxw* taken together form a straight-chain or branched alkene or 
alkane with up to 6 carbon atoms optionally substituted with halogen, trifluoromethyl, 
hydroxy or straight-chain or branched alkoxy with up to 5 carbon atoms; 

15 Rxvii-3 denotes hydrogen, a straight-chain or branched acyl with up to 20 carbon 

atoms, a benzoyl optionally substituted with halogen, trifluoromethyl, nitro or 
trifluoromethoxy, a straight-chained or branched fluoroacyi with up to 8 carbon atoms 
and 7 fluoro atoms, a cycloalkyl with 3 to 7 carbon atoms, a straight chained or 
branched alkyl with up to 8 carbon atoms optionally substituted with hydroxy!, a 

20 straight-chained or branched alkoxy' with up to 6 carbon atoms optionally substituted 
with phenyl which may in turn be substituted with halogen, nitro, trifluoromethyl, 
trifluoromethoxy, or phenyl or a tetrazol substitued phenyl, and/or an alkyl that is 
optionally substituted with a group according to the formula -ORxvB-24; 

Rxvk-24 is a straight-chained or branched acyl with up to 4 carbon atoms or 

25 benzyl. 

Compounds of Formula XVII are disclosed in WO 98/39299, the entire 
disclosure is incorporated by reference. 

Another dass of CETP inhibitors that finds utility with the present invention 
consists of 4-Phenyftetrahydroquinolines of Formula XVIII 

30 
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■xvra-2 




,r xviii- 



R XVIII- 



Formula XVIII 

, N oxides thereof, and pharmaceutical^ acceptable forms thereof, wherein: 

Axvra denotes a phenyl optionally substituted with up to two identical or different 

substituents in the form of halogen, trifluonomethyl or a straight-chain or branched alkyl 

or alkoxy containing up to three carbon atoms; 
Dxvio denotes the formula 



10 



15 



20 



R XVIXI-€ 
R XVIII-7 




XVIII -5 



or 



r xviii - 8 ~ CH 2 -0-CH 2 - 



Rxws and Rxvuw are taken together to form =0; or 

R)mii-5 denotes hydrogen and Rxyio.6 denotes halogen or hydrogen; or 

Rxwwand Rxww denote hydrogen; 

Rxvm-7and Rxwware identical or different and denote phenyl, naphthyl, 
benzothiazolyl, quinolinyl, pyrimidyl or pyridyl with up to four identical or different 
substituents in the form of halogen, trifluoromethyl, nltro, cyano, trifluorometho)^, - 
SO2-CH3 or NRxviiwRxviu-io; 

Rxvuw and Rxvnuo are identical or different and denote hydrogen or a straight- 
chained or branched alkyl of up to three carbon atoms; 

Exvw denotes a cycloalkyl of from three to six carbon atoms or a straight- 
chained or branched alkyl of up to eight carbon atoms; . 

Rxvun denotes hydroxy; 

Rxvm-2 denotes hydrogen or methyl; 



WO 03/000295 



PCMB02/01571 



-115- 



10 



15 



20 



RxviD^and Rxwuare identical or different and denote straight-chained or 
branched alkyl of up to three carbon atoms; or 

Rxwwand FW,, M taken together form an alkenylene made up of between two 
and four carbon atoms. 

Compounds of Formula XVIII are disclosed in WO 99/15504, the entire 
disclosure of which is incorporated by reference. 

Emulsion pre-concentrates of CETP inhibitors, formulated as described above, 
are encapsulated in soft gelatin capsules, or are encapsulated in hard gelatin or non- 
gelatin capsules. If encapsulated in hard gelatin or non-gelatin capsules, it is 
preferred that the seam between the two capsule shell pieces be sealed, for example 
with a strip of gelatin, to prevent leakage. Encapsulation in soft-gelatin is well-known 
and is described in The Theory and Practice of Industrial Pharmacy", by L. Lachman, 
H. Lieberman, and J. Kanig, Lea and Febiger, publisher, 3* Edition, 1986. 

The invention is further disclosed and described in the following examples, 
which are illustrative as opposed to limiting. In the examples, B mgA* is an 
abbreviation for "milligrams of active drug", the weight being expressed in mg of the 
non-salt, free acid or base. Other commonly employed and understood 
abbreviations have been employed: Me, methyl; Cmpd, Compound; In the 
examples, the following shorthand notation means the corresponding structure listed 
and/or named below: 

Compound A - [2R.4S] 4-[(3,5-bis-trifluorometh^ 

ethyl^trifluorome%l-3,4-dihy^ ethyl ester, with a 

Clog P of 7.45 and having the following structure: 




F. 



F 



CH 3 
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5 Compound B, Propanethioic acid, 2-methyl-, S-P-HIH2- 

eftylbutyl)cydohexyl]<»rbony0amlno]phenyl] ester with a Clog P of 7.15 having the 
structure: 




10 



15 

Compound C, (S t SM^4-fluorophenyl)-34fluoro[4-(^ 

dihydro^'-OwTieth^ethyi^ with a Clog P of 

8.93 and having the following structure: 



F 



20 




Compound D [2R.4S] 4^acetyH3 f 5-bis-trifluorom 
25 trifluoromethyl^,4-dihydrx>-2H^uinoIine-1-<^rtx5xylic acid isopropyl ester, with a Clog 
P of 6.52 and the following structure: 



f 
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CH, 



Compound E - [2R, 4S] 4-[(3,5-Bis-trifluoromethyl-benzyl)-methoxy(aroonyl-amino]-2- 
ethyl-6-trifluoromethyl-3,4-dihydro-2H^ acid isopropyl ester, with 

5 a Clog P of 7.76 and having the following structure: 




Compound F - [2R, 4S] 4-[(3,5-Bis-trifluofomethyl-beiuyl}-n^ 
ethyl-6-trifluoromethyl-3,4-dih^^ acid propyl ester, having a 

1 0 Clog P of 7.98 and having the following structure: 
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Compound G - [2R, 4S] 4^(3 f 5-Bis-trifluoromethy^^ 

cydopropyl-6-trifluoromethy^ acid Isopropyl 

ester, having a Clog P of 7.58 and having the following structure: 

5 




Compound H - [2S, 4R] 4-[(3 f 5-Bis-trifluoromethyLben 
10 cycIopropyl^trifluorometh^-3,4^ acid isopropyl 

ester, having a Clog P of 7.58 and having the following structure: 




Compound I - [2R, 4S] 4-[(3 f 5-Bis-trifluoromethyl-te^ 
1 5 methyl-74rifluoromethyl-3,4Klihydro-2H-quinoline-1 -carboxylic acid ethyl ester, having 
a Clog P of 6.92 and having the following structure: 
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5 Compound J [2S, 4R] 44(3,5-Bis-trifluoromethyl*en^ 

methy^.SAej.Wiexa^ acid ethyl ester, 

having a Clog P of 7.05 and having the following structure: 



\ 




10 



Compound K - [2R, 4S] ^[(S.S-Bis-trifluororTte^ 

me%l-6-trifluoromethyl^ ethyl ester, having 

a Clog P of 6.92 and having the following structure: 

15 
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\ 

Compound L - [2R, 4S] 4-[(3,5-Bis-trifluoromethyl^ 

metay!^4rifluoronre%W,4^ihyd^ acid ethyl ester, having 

5 a Clog P of 6.92 and having the following structure: 




Compound M - [2R f 4S] 4-[AcetyK3,5-bis-^ 

6-trifluoromethyt-3,4-dihydro^^ acid propyl ester, having a Clog 

10 P of 6.56 and having the following structure: 
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Compound N - [2R, 4S] 4-[(3,5-Bis-trifluoromethy^ 
5 6-trifluoromethyl-3,4Klihydro-2H-quino!ine-1 -carboxylic acid propyl ester, having a Clog 
P of 6.33 and having the following structure: 




Compound O - [2R, 4S] 44AcetyH3,54>is-trifluoro^ 
1 0 trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid ethyl ester, having a Clog P 
of 5.68 and having the following structure: 




Compound P - [2R, 4S] 4^(3,5-Bis-trifluoromethyl-be^ 

trifluoromethyl-3,4-dihydro-2H^uirK)line-1-cartx)xylic add ethyl ester, having a Clog P 
20 of 5.97and having the following structure: 
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Compound Q - [2R, 4S] 4^(3,5-Bis-trifluoromethyl-benzylHorm^^ 
Wfluoromethyl-3,4Hiihyd^ ethyl ester, having a Clog P 

5 of 5.45 and having the following structure: 




10 Example 1 

This Example (and Examples 2 through 5) illustrates making a composition 
according to the invention and using ft to make softgel capsules containing it. 

Capmul® MCM was heated to 55 °C and mixed. To a 2 liter glass beaker was 

1 5 added 277 gm of Miglyol® 81 2, 51 0 gm of triacetin, 318 gm of Polysorbate 80, and 442 
gm of Capmuf* MCM. After stirring for one hour, this solution was added to 161 gm 
Compound A and the resulting mixture stirred at ambient temperature for 8 hours with 
scraping of walls as needed. It was then filtered to remove gross particulates. The 
amounts (in mg) of each component in the fill per gram of fill are set forth in Table 1. 

20 The above 100 mgA/mL fill was encapsulated Into #10 oval and #5 oval 

softgels to provide fill volumes of 0.6 mL and 0.3 mL respectively. The doses per 
softgel are therefore 60 mgA and 30 mgA, respectively. The shell was prepared from 
gelatin, glycerin, and water. 

25 
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Table 1 



Ingredient 


mg/g 


Compound A 


94 


Miqlyol® 812 


162 


Triacetin 


299 


Polysorbate 80 


186 


Capmul® MCM 


259 



Example 2 

5 

Capmul® MCM was heated to 55°C and mixed. Cremophor® RH40 was also 

heated to 65°C with stirring. Then 539 g of Miglyol 81 2, 998 g of triacetin, 608 g of 

Cremophor® RH40, and 860 g of Capmul® MCM were combined and mixed for 20 min. 

To this mixture was then added 312 gm of Compound D and the resulting mixture 
1 0 stirred at ambient temperature for 3 hours with scraping of wails as needed. It was 

then filtered to remove gross particulates. The amounts (jn mg) of each component in 

the fill per gram of fill are set forth in Table 2. 

The above 100 mgA/mL fill was encapsulated into #2 and #5 oval softgels to 

provide fill volumes of 0.1 mL and 0.3 mL, respectively. The doses per softgel were 
15 therefore 10 and 30 mgA, respectively. The shell was prepared from gelatin, glycerin, 

and water. 



Table 2 



Ingredient 


mg/g 


Compound D 


94 


Miglyol 812 


163 


Triacetin 


301 


Cremophor RH40 


183 


Capmul MCM 


259 



20 

Example 3 

Capmul® MCM was heated to 55°C and mixed. Alpha-tocopheryl 
polyethyleneglycol 1000 succinate (TPGS) was also heated to 55°C with stirring. Then 
25 264 gm of Miglyol® 81 2, 333 gm of propylene carbonate, 1 03 gm of TPGS, and 562 
gm of Capmul® MCM were combined and mixed for 1 hr. This mixture was then 
added to 130.4 gm of Compound A and the resulting mixture stirred at ambient 
temperature for 8 hours with scraping of walls as needed. It was then filtered to 
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remove gross particulates. The amounts (in mg) of each component in the fill per gram 
of fill are set forth in Table 3. 

The above 100 mgA/mL fill was encapsulated into #1 1 oblong soflgels to 
provide a fill volume of 0.6 mL The dose per softgel is therefore 60 mgA. The shell 
5 was prepared from gelatin, glycerin, and water. 



Table 3 



Ingredient 


mg/g 


Compound A 


94 


Miglyol®812 


164 


Propylene carbonate 


207 


Alpha-tocopheryl 
potyethyleneglyool 1000 
succinate 


185 


Capmul® MCM 


350 



10 

Example 4 



Capmul® MCM was heated to 55°C and mixed. Then 264 gm of Miglyol® 812, 
1 5 333 gm of propylene carbonate, 303 gm of Polysorbate 80 and 562 gm of Capmul® 
MCM were combined and mixed for 1 hr. This mixture was then added to 130.5 gm of 
Compound A and the resulting mixture stirred at ambient temperature for 8 hours with 
scraping of walls as needed. It was then filtered to remove gross particulates. The 
amounts On mg) of each component in the fill per gram of fill are set forth in Table 4. 
20 The above 1 00 mgA/mL fill was encapsulated into #1 1 oblong soflgels to 

provide a fill volume of 0.6 mL The dose per softgel is therefore 60 mgA. The shell 
was prepared from gelatin, glycerin, and water. 



25 

Table 4 



Ingredient 


mg/g 


Compound A 


95 


Miglyot®812 


163 


Propylene carbonate 


206 


Polysorbate 80 


188 


Capmul® MCM 


348 
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Example 5 

Capmul® MCM was heated to 55°C and mixed. Then 271 gm of Miglyof 5 812, 
250 gm of triacetin, 779 gm of Polysorbate 80 and 217 gm of Capmul® MCM were 
combined and mixed for 20 min. This mixture was then added to 75.7 gm of 
5 COMPOUND A and the resulting mixture stirred at ambient temperature for 8 hours 
with scraping of walls as needed. It was filtered to remove gross particulates. The 
amounts (in mg) of each component in the fill per gram of fill are set forth in Table 5. 

The above 50 mgA/mL fill was encapsulated into #1 1 oblong softgels to 
provide a fill volume of 0.6 mL The dose per softgel therefore 30 mgA. The shell 
10 was prepared from gelatin, glycerin, and water. 



Tables 



Ingredient 


mg/g 


Compound A 


48 


Miglyol® 812 


170 


Triacetin 


157 


Polysorbate 80 


489 


Capmul* MCM 


136 



15 

Example 6 

This Example (and Example 7) illustrates the composition of fills according to 
the invention. The amounts (in mg) of each component in the fill per gram of fill are set 
20 forth in Table 6. This fill was prepared at a concentration of 50 mgA/mL in a manner 
similar to that described in Examples 1 -5 but at a small volume for dog PK studies. It 
could be prepared at a larger scale for encapsulation into #1 1 oblong softgels to 
provide a fill volume of 0.6 mL and a dose of 30 mgA. 

25 

Table 6 ■ 



Composition 


mg/g 


Compound A 


48 


Miglyol® 812 


143 


Triacetin 


143 


Cremophor®RH40 


381 


Capmul® MCM 


286 
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Exampte? 

5 The amounts (in mg) of each component in the fill per gram of fill are set 

forth in Table 7. The fill was prepared at a concentration of 150 mgA/mL in a 
manner similar to that described in Examples 1-5, but at a small volume for dog PK 
studies. It could be prepared at a larger scale for encapsulation into #1 1 oblong 
softgels to provide a fill volume of 0.6 mL and a dose of 90 mgA. 



Composition 


mg/g 


Compound A 


142 


Miglyol®812 


86 


Ethyl lactate 


429 


Cremophor® RH 40 


257 


Capmul®MCM 


86 



Example 8 

To 80.1 g of Compound A was added 1451 gm Miglyol® 812. The resulting 
mixture was stirred at ambient temperature for 8 hours with soaping of walls as 
needed. It was filtered to remove gross particulates. The amounts (in mg) of each 
component in the fill per gram of fill are set forth in Table 8. 
20 The above 50 mgA/mL fill was encapsulated into #1 1 oblong and #4 oval 

softgels to provide fill volumes of 0.6 mL and 0.2 ml, respectively. The doses per 
sofgel were therefore 30 and 10 mgA, respectively. The shell was prepared from 
gelatin, glycerin, and water. 



30 
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Tabte8 



Ingredient 


mg/g 


Compound A 


52 


Miglyol®812 


948 



Example 9 

5 

This example describes the determination of solubility of CETP inhibitors in 
excipients and emulsion preconcentrates and also an initial assessment of emulsion 
quality (T able 9a-9d). 

The solubility of CETP inhibitors in excipients and in formulations was 

10 determined by adding an excess of compound to the medium in question. The 
mixture was agitated by rotation over a period of days at ambient temperature until 
the concentration in solution had reached an equilibrium as judged by similar 
measurements for consecutive time points. Concentrations were measured by 
filtration of aliquots with a PTFE syringe filter and assay by HPLC as described in 

15 Example 11. 

For CETP inhibitors where quantities were limited, an estimate of solubility 
was obtained by addition of vehicle to a known quantity of the compound and mixing 
in an ultrasonicator bath for 90 minutes, followed by overnight equilibration at 
ambient temperature. Addition of vehicle was repeated until a solution was achieved. 

20 The extent of emulsification was determined by mixing the preconcentrate and 

water in a ratio of 1:100 and 1:10 by gentle inversion (5 x) t visual inspection, and 
examination under an optical microscope, using a polarizing filter to check for the 
appearance of crystals. Droplet size determined by this approach is expressed as the 
upper limit for the average droplet size, since submicron droplets cannot be detected 

25 by this method. 

The results in Table 9a show that the solubility of Compound A in Miglyol® 812 
is only sufficient for a 50 mgA/mL fill (30 mgA in a 0.6 mL softgel), while cosolvents 
such as triacetin and propylene carbonate provide ca. 4x higher solubility and those 
such as ethyl lactate and dimethyl isosorbide nearly double those levels. Solubility and 

30 emulsification data for preconcentrate solutions of Compound A is shown in Table 9c. 
Use of propylene carbonate and triacetin as cosolvents allow solubilities suffcient in 
some cases for a 100 mgA/mL self-emulsifying fill, (e.g., Formulations M, O f Q, and R, 
see Table 9c) 
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Higher levels of surfactants are often required to yield self-microemulsifying 
formulations and in these cases solubilities only permit in general a 50 mgA/mL fill 
using triacetin as the cosolvent (e.g. Formulation EE, Y, and PP). Use of propylene 
carbonate or ethyl lactate as cosolvent can permit a 100mgA/mL fill (e.g., Formulations 

5 A, B, XX, YY, and ZZ) that has sufficient surfactant to yield mlcroemulsions. However, 
triacetin has the advantage of good precedence in oral dosage forms (and has GRAS 
status). Dynamic light scattering was utilized to further characterize the sub-micron 
particle size distribution for microemulsions as described in Example 10. 

The solubility in ethyl lactate permits a self-emulsifying 150 mgA/mL fill to be 

10 prepared (e.g Formulation WW). However, the solubilities of emulsion preconcentrates 
shown in Table 9a and 9c cannot reliably be predicted based on the solubilities of the 
components alone. This is exemplified by formulation WW (Table 9c), which exhibits 
considerably greater solubility than the corresponding formulation using dimethyl 
isosorbide (Formulation AAA), although the opposite would have been predicted based 

15 on solubilities in the individual cosolvents. Also, lack of data for excipients that are 
solids at room temperature also hinders prediction. 

All of the emulsions prepared from these formulations exhibited good physical 
stability, Le. there was no sign of crystallization or change in particle size based on 
microscopic examination after standing overnight at ambient temperature. 

20 Results obtained for other CETP inhibitors are shown in Tables 9b and 9d. In 

case of Compound D (Table 9b), the average emulsion particle size is 
'< 5 microns. 

Table 9a. Equilibrium Solubility Data for Compound A in Oils, Solvents, and 
25 Surfactants 







Solubility 
(mgA/ml) 


Vehicle 


HLB 




Water 




< 0.00004 


Oleic acid 




8.5 


Maisine 35-1 


4 


9 


Peceol 


3 


10 


Olive oil 




17 


Plural Oleique CC 497 


6 


17 | 
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Cremophor® EL 




20 


Potysorbate 80 (Tween 80) 


15 


23 


Labrafil®M1944 


4 


26 


Labrafil®M2125 


4 


27 


Tagat TO (Polyoxyethylene 
glycerol trioleate) 


11 


32 


Qli \rr\r\\n® 1 ..A A 




JO 


isctprnui ivioivi 


a 
\j 


41 

*T 1 


LdDiobOl 


14 


*T 1 


ivugiyoi o i £. 




Qj 


1 cm irnnh/r»nl F*f^f* 
I_aU/UyjyUUJ ruL* 


A 
H 


7A 
/v 


vjiyuuiurui 




OQ 






l*fO 


1 lal lovAilUI r 






ProDvlene carbonate 




227 


Triacetin 




235 


Triethyl citrate 




240 


peppermint oil 




266 


Ethyl lactate 




400 


Dimethylisosorbide 




439 


N-methyl-2-pyrrolidone 




813 



5 

Table 9b: Equilibrium Solubility Data for Other CETP inhibitors 



Vehicle 


Solubility (mgA/ml) 




Compound 
D 


Compound 
E 


Olive oil 


13 


39 


Olive oil /Cremophor® EL 80/20 


14 




Cremophor® EL 


18 




Miglyol® 812/Cremophor® EL 
80/20 


51 




Capmul® MCM 


L 58 




Miglyol® 812 


61 


167 
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Miglyol®/propylene 
carbonate/Cremophor® EL 
(60/20/20) 


208 


394 


Triacetin 


239 





Table 9c. Solubility and emulsification data for Compound A in preconcentrates* 





Composition (% v/v) 


Solubility 
(mgA/mL) 


Ave Dropletj 
Size (u) 
(1:100 
dilution) 


Formul. 
No. 


Miglyol® 
812 


Cosolvent* 


Surfactants 








Vitamin E TPGS/ 
Capmul ®MCM 






A 


20 


20 P.C. 


20/40 


145 


<1 


H 


20 


20 triacetin 


20/40 


113 


<2 


1 


20 


30 P.C. 


20/30 


189 


<2 


S 


10 


30 triacetin i 


20/40 


131 


<5 








Polysorbate 80/ 
Capmul® MCM 






B 


20 


20 P.C. 


20/40 


142 


<5 


O 


20 


30 triacetin 


20/30 


141 


<2 


EE 


20 


15 triacetin 


50/15 


64 


<1 








Vitamin E TPGS/ 
Labrafil® M 1944 
CS 






C 


20 


20 P.C. 


20/40 


114 


<1 


Q 


10 


40 triacetin 


20/30 


142 


<2 








Gelucire® 44/14/ 
Capmul® MCM 






D 


20 


20 P.C. 


20/40 


151 


<5 








Cremophor® RH407 
Capmul® MCM 






E 


20 


20 P.C. 


20/40 


147 


<1 


M 


20 


30 triacetin 


20/30 


145 


<1 


R 


20 


30 triacetin 


35/15 


122 


<1 


SS 


0 


28 triacetin 


30/42 


108 


<1 


PP 


17 


13 triacetin 


39/31 


77 


<1 


Y 


20 


10 triacetin 


50/20 


67 


<1 


WW 


11 


50 

ethyl lactate 


29/10 


203 


<2 


XX 


11 


40 

ethyl lactate 


29/20 


159 


<1 
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YY 


16 


35 

ethyl lactate 


39/10 


142 


<1 


ZZ 


22 


29 

ethyl lactate 


19/30 


145 


<1 


AAA 


11 


47 
dimethyl 
isosorbide 


31/11 


157 


<1 



P.C. = propylene carbonate 



Table 9d. Solubility and emulsification data for other CETP Inhibitor pre- 
concentrates 





Composition (% v/v) 






Compound 


Miglyof8 
12 


Triacetin 


Surfactants 


Solubility 
(mgA/mL) 


Ave Droplet 
Size(p) 
(1:100 
dilution) 








Polysorbate 80/ 
CapmufMCM 






Compound B* 


20 


30 


20/30 


2:100 


<5 


Compound C* 


6 


55 


15/24 


£30 


<5 


Compound E 


22 


27 


20/31 


308 


<2 








Cremophor <a> 

RH40/ 
Capmul®MCM 






Compound D 


20 


30 


20/30 


172 


<5 



10 



15 



20 



* Amorphous solids 
Example 10 

Preliminary particle size analysis data has been obtained on selected 
formulations using a dynamic light scattering particle size analyzer (ZetaPals, 
Brookhaven Instruments, Inc.) for measurement of sub-micron particle distribution. 
The formulation solutions were diluted 1:100 in HPLC-grade water (previously 
filtered through a 0.22 pm syringe filter). The resulting mixture was gently inverted 
five times to create the emulsion. Each emulsion sample was then analyzed at a 
temperature of 37°C. Triplicate measurements were made at each time point (0, 30 
min). 

The results shown in Table 10 confirm that formulations O, Q and R are self- 
emulsifying formulations with a rhean particle size above 100 nm. Formulations 



WO 03/000295 



PCMB02/01571 



-132- 

such as A and B have mean particle sizes in the microemulsion range but with 
significant populations of larger particles and are slightly turbid. Formulation EE is 
very slightly turbid with a trace of larger particles. Use of Crempphor® RH 40 as the 
high HLB surfactant yielded formulations Y, PP, XX, and ZZ that form transparent 
5 microemulsions with all particles smaller than ca. 100 nm, as is the case for 
Neoral®. Only formulation Y showed a stable unimodal distribution that did not 
change, even with stirring. 



10 Table 10a. Dynamic Light Scattering Particle Size Analysis of Emulsions from 
Compound A Self-Emulsifying Formulations* 



Form. 


Pr^-fioncentrate Cnmnnsition 


Mean Diam 

IVlWVll 1 IVIWI 1 • « 

(nm) 


Distribution * 








Peak 
1 


Peak 2 


Peak 
3 


A 


Miglyol® 812/propylene 
carbonate/Vitamin E- 

1 Koo/UapmUl ML/iVi 

(20/20/20/40) 


78.6 


22 


73 


349 


B 


Miglyor 812/propylene 
carbonate/Polysorbate 80/Capmul® 
MCM (20/20/20/40) 


45.3 


33 


217 




C 


Miglyor 812/ 
propylene carbonate/Vitamin E- 
TPGS/Labrafil M 8 1944 CS 
(20/20/20/40) 


21.6 


17 


38 


(197) 


O 


Miglyor 81 2/Triacetin/ 
Polysorbate 80/Capmul® MCM 
(20/30/20/30) 


256.6 


257 






Q 


Miglyor 81 2Triacetin/ 
Vitamin E-TPGS/ 
LabrafilM®1944CS 
(10/40/20/30) 


440.9 


259 


537 


i 


R 


Miglyof 81 2/Triacetin/ 
Cremophor®RH40/ 
Capmul MCM 
(20/30/35/15) 


245.2 


245 






X 


Neorar/propylene carbonate 
(90:10) 


19.0 


11 


29 




Y 


MiglyoT 81 2/Triacetin/ 
Cremophor®RH40/ 
Capmuf®MCM 
(20/10/50/20) 


22.3 


22 






EE 


Miglyof 81 2/Triacetin/ 
Polysorbate 80/Capmul® MCM 
(20/15/50/15) 


19.6 


13 


64 


(220) 
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pp 


MiglyoP812/Triacetin/ 
Cremophor® RH40/ 
Capmul®MCM 
(17/13/39/31) 


27.1 


27 






ss 


Triacetin/Cremophor <a ' RH40 
/Capmuf^MCM (28/30/42) 


32.4 


26 


(116) 




WW 


Miglyof 812/Ethyl lactate/ 
CremoDhor® RH40/ 
Capmul®MCM 
(11/50/29/10) 


293.8 


324 






XX 


Miglyof 812/Ethyl lactate/ 
CremoDhor® RH40/ 
Capmuf MCM 
(11/40/29/20) 


24.9 


22 


(107) 




YY 


Miglyof 9 812/Ethyl lactate/ 
Cremophor® RH40/ 
Capmuf MCM 
(16/35/39/10) 


31.5 


28 


(135) 




ZZ 


Miglyof 812/Ethyl lactate/ 
Cremophor® RH40/ 
Capmul*MCM 
(22/29/19/30) 


36.3 


34 


(103) 






Neoraf 


27.4 


27 


(65) 




* Parent 


heses Indicate trace levels. 



* Measured immediately after preparation unless indicated otherwise 

5 



Table 10b. Dynamic Light Scattering Particle Size Analysis of Emulsions prepared for 
Other Compounds 



Cmpd. 


Cone. 
(mg/mL) 


Pre-Concentrate Composition 
(% v/V) 


Mean Diam. (nm)# 








Initial* 


30 min.* 


D 


100 


Miglyof 81 2/Triacetin/ 
Cremophor® RH40/ 
Capmul®MCM 
(20/30/20/30) 




182 ±17 
(3) 


E 


100 


Miglyof 812/Triacetin/ 
Polysorbate 80/Capmul 
®MCM 
(22/27/20/31) 


181 


175 


E - 


200 


Miglyof 812/Triacetin/ 
Polysorbate 80/Capmul 
®MCM 
(22/27/20/31) 


239 ±17 
(4) 


251 ± 45 
(4) 



10 Number of samples in parentheses 
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* Time after preparation of emulsion 
Example 11 

5 

The fills prepared in the above examples were hand-filled into hydrophobic 
softgel shells and heat sealed, and then placed on stability under accelerated 
conditions in sealed HPDE bottles with child-resistant caps. The fills were assayed 
at intervals by dilution of aliquots into acetonitrile and gradient HPLC analysis on a 

10 Water Symmetry 08 column (3.9 x 150 mm, 5 micron) at 30°C at a flow rate of 1 
mL/min. The mobile phase program was a 25 minute gradient from 100 % A to 50% 
A/50 % B (A = 400/300/300/0.8 v/v Dl H 2 0/Acetonitrile/2-Propanol/Phosphoric Acid 
and B = 2-Propanol), followed by a 5 minute hold at this condition and a 10 minute 
gradient to the initial condition. The detection method was UV absorbance at 210 

15 nm. 

There was no impurity formed at £ 0.1 % peak area vs. parent for any 
formulation in Table 1 1 . There was no sign of crystallization in the fill under any 
condition based on microscopic examination. There was also no indication of seal 
leakage. 

20 Disintegration times in water at 37°C were less than 1 5 min for Formulations 

A, B, and O after storage under accelerated conditions for 6 weeks. 

Formulation O softgels of Compound A manufactured by machine have been 
shown to be stable for 9 months under accelerated conditions. Formulation M 
softgels of Compound D have been shown to be stable for 6 months under 

25 accelerated conditions. 
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Tabte 1 1 . Accelerated Stability data for selected formulations of Compound A 
in hand- filled soft gels 



1 col 


Assay of Fill 




Assay of Fill Potency 

\ 


Formulation 
# 


A 


. B 


C 


E 


M 


O 


Initial 


100.6 ±0.6 


99.4 ±0.7 


101 .3 ±0.8 


102.0 ±0.1 


101.6 ±02 


102.6 ±0.6 


1 Week 
5°C/75%RH 

30°C/60%RH 

40°C/75%RH 


101.8 ±0.8 
100.8 ±0.6 

101 .4 ±0.5 


99.5 ±2.3 
98.8 ±0.6 

98.6 ±1.4 


99.1 ±0.4 
100.5 ±0.7 
99.7 ±0.5 


101.5 ±0.4 
101.1 ±0.1 

102.6 ±0.1 






3 Week OR 

4 Week 
5°C/75%RH 
30°C/60%RH 
40°C/75%RH 


99.9 ±0.4 
100.7 ±0.8 
101 .3 ±0.3 


* ' 

99.0 ±0.3 
98.4 ±0.7 
100.7 ±1.0 


99.3 ±1.0 
100.0 ±0.6 
101.8 ±0.5 


100.5 ±0.6 
99.9 ±0.5 
102.3 ±0.4 


100.6 ±0.5 
100.3 ±0.6 
102.9 ±0.6 


101.1 ±0.6 
101 .4 ±1.3 
101 .7 ±0.2 


6 Week 
5 6 C/75%RH 
30°C/60%RH 
40°C/75%RH 


100.7 ±0.8 
100.4 ±0.8 
102.4 ±0.7 


100.7±0.1 
100.5± 0.4 
102.1 ±1.0 


98.4 ±0.3 
101.1 ±0.6 
102.5 ±0.4 


100.0 ±0.3 

101.1 ±0.2 
102.7 ±0.7 


101.2 ±0.5 
101 .6 ±0.6 
101 .6 ±0.5 


101.9 ±02. 
101 .9 ±0.8 
101.9 ±0.9 



5 

* 4 Week time point 



Example 12 

10 

Fills were prepared as described in above examples and then encapsulated 
in #00 hard gelatin capsules. Male Beagle dogs (n=6) between the ages of 2-5 and 
weighing 6-12 kg were dosed with capsules followed by 50 mL of water. Dogs were 
also dosed with 30 mgA Miglyol® 812 softgels and aqueous, crystalline drug 

15 suspension. The dogs were either fasted or fed just prior to dosing with 14 g of dry 
dog food and 8 gm olive oil. The same set of dogs were used for all formulations, 
except where indicated. Blood samples were obtained from the jugular vein of each 
dog at 0 t 0.5, 1 ,2, 3,4, 6, 8 and 1 2 hr and analyzed by acidifying the plasma, solid 
phase extraction, and analysis by LC/MS/MS with a lower limit of quantitation of 25 

20 ng/mL 
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The results, in Table 12a and 12b are shown in terms of Area Under the 
Curve (AUC), Cmax, the maximum concentration of drug measured in the plasma, 
and Tmax, the time in hours it took to reach Cmax. Unless otherwise indicated, 
results are for the fasted state. Miglyol® softgels have a very low fasted exposure 

5 and thus a high food effect The fasted exposure is higher than that for crystalline 
suspension, while the fed exposure using this high oil meal is the same. Thus 
Miglyol softgels provide a lower food effect than crystalline drug. At the same dose 
of 90 mgA, formulations such as A, O, and C that include surfactants and cosolvent 
have- much higher fasted exposures and only a ca. 3x food effect. The fed 

1 0 exposures are also higher than for Miglyol® 812 softgels and crystalline drug. 

Poorer fasted exposure was obtained for Formulation WW, which contains a high 
level of ethyl lactate as a cosolvent. 

The transparent self-microemulsifying formulations EE and PP at a dose of 
30 mgA have a food effect of only 2.2-2.4. For the stable, monodisperse 

15 microemulsion Y there is a much higher fasted exposure at 30 mgA than for the self- 
emulsifying formulation O. The fasted exposure for Y was the same as the fed, i.e. 
there was no food effect. 

Similar results were obtained for formulation M for Compound D (Table 12b) 
as were observed for the same formulation of Compound A. 

20 



v. 



J 
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Table 12a. Pharmacokinetic results of Compound A Formulations in dogs 



# 


Formulation 
Composition 
(v/v) 


n* 


Cone, 
(mg/ 
mL) 


Dose 
(mg) 


AUC 0- 12h 
(yg*h/mL) 


Cmax 
(pg/mL) 


Tmax 
(hr) 




MidvoI®812softaels 
Fed 


4 


50 


90 


3.0 ±2.0 


0.77 ±0.48 


2.0 






6 


50 


90 


0.6 ±0.3 


02 ±0.14 


3.7 




Crystalline drug 
suspension in 
0.1% Polysorbate 80/ 
0.5% methyl cellulose 


6* 


- 


90 


0.16±0.14 


0.04 ±0.11 


1.3 




Fed 


6 


- 


90 


2.9 ±1.3 


0.98 ±0.53 


2.7 


A 

A t 


Miglyol® 812 /Propylene 
carbonate/ Vitamin E- 
TPGS/Capmul®MCM 
(20/20/20/40) 


o 


100 


• on 


07+nQ 


n K7 + n 1 7 

U.Or IU.li 






Fed 


5 


100 


90 


9.6 ±3.4 


2.49 ±1.30 


1.4 


B 


Miglyoi 81 2 /Propylene 
carbonate/ Polysorbate 

80/Capmul®MCM 

/on /on/on ma\ 
(ZU/ZU/ZU/'HJ J 


6 


100 


90 


2.3 ±0.5 


0.73 ±0.16 


1.8 


C 


Miglyol® 81 2 /propylene 
carbonate/ 
Vitamin E-TPGS/ 
LaDratu M i»44 
(20/20/20/40) 


5 


80 


90 


3.4 ±1.3 


1.2 ±0.41 


1.2 




Fed 


6 


80 


90 


9.3 ±3.5 


4.31±1.89 


1.0 


I 


Miglyoi® 81 2 /Propylene 
carbonate/ Vitamin E- 
TPGS/CapmuI® MCM 
(20/30/20/30) 


6 


125 


90 


1.6 ±0.5 


0.61 ±0.27 


0.9 


J 


Miglyoi® 81 2 /Propylene 
carbonate/ Vitamin E- 
TPGS (20/40/40) 


6 


125 


90 


2.0 ±0.8 


0.71 ±0.36 


1.7 


M 


MiglyoI®812 /Triacetin/ 
Cremophor ®RH40/ 
Capmul®MCM 
(20/30/20/30) 


5 


100 


90 


2.6 ± ^2. 


0.73±026 


1.2 


0 


Mig!yol®812 fffiacetin/ 
Polysorbate 8Q/Capmul® 
MCM (20/30/20/30) 


6 


100 


90 


2.7±0.7 


0.97 ±0.36 


1.2 
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Fed 


.4 


100 


90 


8.5 ±3.6 


2.7 + 1.0 


1.5 


/ 




6 


100 


30 


1.1 ±0.5 


0.37 ±022 


1.0 


Q 


Miglyol®812miacetin/ 
vitamin t-TrGS/ 
Labrafil® M 1944 
(10/40/20/30) 


5** 


1UU 


90 


2.9 ±0.8 


1.1 ±02 


1.0 


R 


Miglyol®812/Triacetin/ 
Cremophor* RH40/ 
Capmul ®MCM 
(20/30/35/15) 


V 


100 




noil O 


A C\ _I_ t\ A 

i.O ± 0.4 


l.U 






6 


cr\ 
ou 


90 


4.0 ±1.3 


1.1 ±0.4 


1.5 


X 


Neoral®/propylene 

carbonate 

(90:10) 


3 


50 


90 


2.4±1.9 


0.67 ±0.23 


J.3 


Y 


MigIyol®812 /Triacetin/ 
Cremophor RH40/ 
Capmul ®MCM 
(20/10/50/20) 




50 


on 


A a 4. A A 
H.D ± 1 .4 


1 ..JO ± 0.26 


1./ 






4** 


50 


30 


4.6 ±2.0 


1.32 ±0.60 


2.0 




Fed 


5 


50 


30 


4.7 ±1.1 


1.94 ±0.74 


1.0 


EE 


Miglyol®812 /Triacetin/ 

DstK/crtrhatia QH/ 

noiyounjai© ou/ 
Capmul ®MCM 
(20/15/50/15) 


6 


50 


90 


2.7 ±1.5 


0.86 ±0.31 


1.3 




Fed 


5 


50 


30 


1.7 ±0.3 


0.64 ±021 


1.0 






6 


50 


30 


. 3.8 ±1.2 


1.6 ±0.6 


1.0 


PP 


Miglyof*812 /T riacetin/ 
Cremophor* RH40/ 
Capmul ®MCM 
M 7/1 3/39/31^ 


5 


50 


30 


1.6 ±0.6 


0.61 ±0.1 8 


1.2 




Fed 


5 


50 


30 


3.8 ±0.8 


1.55±0.38 


1.4 


SS 


Triacetin/Cremophor^ 
RH40 /Capmul® MCM 
(28/30/42) 


6 


75 


90 


1.9 ±1.7 


0.44 ±0.26 


1.3 




Fed 


4 


75 


90 


7.3 ±1.3 


1.8 ±0.5 


1.5 


WW 


MiglyoI*812/Ethy! 
lactate /Cremophor 
®RH40 /Capmul® MCM 
(11/50/29/10) 


5 


150 


90 


1.5 ±0.7 


0.54 ±0.17 


0:9 



* n < 6 due to emesis. 

** Due to emesis and outlier 

# Different set of dogs 
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Tabte 12b Pharmacokinetic results for Other Compounds in dogs 



v^mpa 


Formulation 
oomposiuon 


n 


Cone. 
(mg/imL) 


Dose 
(mg) 


AUC 0-Uast* 
{\ig n/mL) 


Cmax 
(pg/mL) 


Tmax 
(hr) 


D* 


MiglyoP812 

/Triacetin/ 

Cremopho^RWO/ 

CapmufMCM 

(2000/2000) 


3* 


100 


90 


3.45 ±0.96 


0.86 ±0.31 


1.7 




Fed 


4* 


100 


90 


4.84±1.23 


12010.41 


1.5 


E 


MiglyoP 
812/rriacean/ 
Pofysorbate 
80/Capmul®MCM 
(22/27/20/31) 


4" 


100 


60 


2.90 ±0.67 


0.20+0.141 


1.5 



5 * Emesis in 1 fasted dog (data not included) and in 4 fed dogs (included); dosed with 
50 mL water. 

** Emesis in 3 dogs (included), dosed with 10 mL water. Different set of dogs from 
those receiving Compound D. 

* Hast = 24 hr for Compound D and 48 hr for Compound E. 

10 



Example 13 : 

This example further illustrates the determination of equilibrium solubilities of 
15 CETP inhibitors in vehicles. For experimental methods, see Example 9. 



The solubility of crystalline CETP inhibitors in representative vehicles was 
determined by adding an excess of compound to the vehicle in question. The 
mixture was agitated by rotation over a period of days at ambient temperature until 

20' the concentration in solution had reached equilibrium as judged by similar 

measurements for consecutive time points. Concentrations were measured by 
filtration of aliquots with a PTFE syringe filter and assayed by HPLC. 

The concentrations of CETP inhibitor in each vehicle were assayed at 
intervals by dilution of aliquots into acetonitrile and gradient HPLC analysis on a 

25 Water Symmetry C-8 column (3.9 x 150 mm, 5 micron) at 30 °C at a flow rate of 1 
mL7min. The mobile phase program was a 25 minute gradient from 100 % A to 50% 
A/50 % B (A n'400/300/300/0.8 v/v Dl H20/Acetonitrile/2-Propanol/Phosphoric Acid 
and B = 2-Propanol), followed by a 5 minute hold at this condition and a 10 minute 
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gradient to the initial condition. The detection method was UV absorbance at 210 
nm. 

The results of the equilibrium solubility studies are given in Tables 13a-13c. 

5 

Table 13a. Equilibrium Solubilities of Compound A in Triglyceride/ surfactants) 





Solubility i 
(mgA/ml) 


Vehicle 


Cmpd A 






Miglyol® 812/Capmul® MCM (80/20) 


74 


Miglyol® 812/Capmul® MCM/Polysorbate 80 
(40/40/20) 


58 


Miglyol® 812/Capmur MCM/Polysorbate 80 
(20/60/20) 


63 






Miglyor 812/Tagaf TO (80/20) 


58 


Miglyor 812/Labrafir M 1944 (80/20) 


59 


Miglyol* 9 812/Labratir M 2125 (80/20) 


57 


Miglyor 812/Labrasof (80/20) 


69 


Miglyor 812/Cremophor EL 80/20 


68 






Olive oil/Capmur MCM (80/20) 


23 







10 



Table 13b. Equilibrium Solubility of Compound A in Triglyceride/solvent 



Vehicle 


Solubility 
(mgA/ml) 


Miglyol® 812/triacetin (90/10)* 


106 


Miglyor 812/Peppermint oil (90/10) 


79 


Miglyor 812/Peppermint oil (80/20) , 


93 


Olive oil /Peppermint oil (90/10) 


25 



15 * Not completely miscible 



20 
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Table 13c. Equilibrium Solubility of Compound A in Miglyol/Solvent/surfactant 





OUIUUlllly 

(mgA/ml) 






Miglyol® 812/Propylene carbonate/Cremophor® EL 




72/8/20 


108 


60/20/20 


146 


55/25/20 


158 


40/40/20 


209 


30/50/20 


228 






Miglyor 812/Ethyl lactate/Cremophor* EL 




72/8/20 


94 


70/10/20 


99 


65/15/20 


120 


60/20/20 


143 


50/30/20 


196 


40/40/20 


221 


30/50/20 


256 






Miglyor 812/Triacetin/Cremophor e ' EL 




72/8/20 


94 


65/15/20 


111 


60/20/20 


133 


50/30/20 


158 


40/40/20 


183 


30/50/20 


198 






Miglyor 812/Peppermint Oil/Cremophor"" EL (72/8/20) 


72 l 






Miglyor 812/EtOH/Cremophor® EL (76/4/20) 


89 






Miglyor 812/Ethyl lactate/Tagat® TO (72/8/20) 


87 


Miglyor 812/Ethyl lactate/Labrasor (72/8/20) 


98 


Miglyol" 812/Propylene carbonate/ragat' 8 ' TO (72/8/20) 


111 


Miglyo" 812/Propylene carbonate/Labrasor (72/8/20) 


116 







WO 03/000295 



PCT/IB02/01571 



-142- 



Example14 : 

5 For CETP inhibitors where quantities were limited or the samples were 

amorphous solids, an estimate of solubility was obtained by addition of vehicle to a 
known quantity of the compound and mixing in an ultrasonicator bath for 90 minutes, 
followed by overnight equilibration at ambient temperature. Addition of vehicle was 
repeated until a solution was achieved. From the total volume of vehicle added to 
1 0 solubilize the CETP inhibitor compound, the solubility value, or so-called 
microsolubility, was calculated by the equation: 

Weight of sample (mgA) / vehicle volume (mL) = Microsolubility (mgA/mL) 

1 5 The microsolubility values for CETP inhibitors in various vehicles are given in Tables 
14a -14c. 



Table 14a. Microsolubility Data for Crystalline Compounds 

20 





Solubility 
(mg/mL) 


Solvent 


Cmpd A 


CmpdB 


Crodamol® GTCC 


<75 


<20 


Miglyol®810 


<100 




Long chain triglycerides 


<75 


<100 


(soy, peanut, com, safflower, sesame) 






Cotton oil 


<75 




Olive oil 




<100 


Capmul®MCM 




<100 


PEG 400 




<100 


Crodamol® GTCC /Capmul® MCM/ Polysorbate 80 




<100 


(40/40/20) 






Linoleic add 


<60 




Incromega® TG2671 


<75 




propylene glycol 


<75 




Glycerin 


<75 




mineral oil 


<75 
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Table 14b. Microsolubilities of amorphous compounds (mg/mL) 





Cmpd F 


CmpdG 


CmpdH 


Cmpd I 


Cmpd J 














Miglyor812 


<100 










Crodamof GTCC 






>300 


>20 


>100 


Com, Safflower, 
Soybean oils 






>300 


<20 


>100 


Peanut oil 








<20 


>100 


Olive oil 


303 


>300 


>300 


<20 


>100 


Sesame oil 




>300 




<20 


>100 


Cremophoi** EL 




>300 


<160 






CapmurMCM 






>300 


>20 


>100 


PEG 400 






<160 


<20 


50-100 


Corn 

oil/Polysorbate 80 
(80/20) 








>20 




Com oil/Labrafil 
(80/20) 








<20 




Crodamof 1 GTCC 
/CapmuI®MCM/ 
Potysorbate 80 
(40/40/20) 




>300 




>20 


>100 



5 Table 14c, Microsolubilities of amorphous compounds (mg/mL) 





Olive oil 


Safflower oil 


MiglyofSte 


Capmuf MCM 












CmpdL 


<300 


>300 


>300 


>300 


CmpdM 


<300 


<300 v 


>300 


>300 


Cmpd A 


>300 


>300 


>300 


>300 


CmpdN 


>300 


>300 


>300 


>300 


CmpdO 


<300 


<300 


>300 


>300 


Cmpd P 


>300 


<300 


>300 


>300 


CmpdQ 


<300 


<300 


>300 


>300 



10 
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Example 15 : 

To 1 .41 mL of Miglyof 81 2, 0.471 mL of propylene carbonate and 0.471 mL of 
Cremophor® EL was added 900 mg of Compound E. The resulting mixture was 
5 stirred at ambient temperature for 20 minutes with scraping of the container walls as 
needed. It was then probe sonicated for 30 seconds with occasional mixing to 
completely dissolve the drug, and then stinred for 20 minutes at ambient temperature. 
The amounts (in mg) of each component in the oil solution per gram of solution are set 
forth in Table 15. 



Table 15 



Ingredient 


mg/g 


Compound E 


275 


MiglyoPSia 


406 n 


Propylene carbonate 


166 


Cremophor® EL 


< 153 



An emulsion was prepared by combining 1 volume of oil solution with an equal volume 
1 5 of de-ionized water. This mixture was stirred for 1 0 minutes and then vortex mixed for 
1 minute to yield an emulsion with an average particle size less than 10 microns. The 
emulsion is then stirred continuously to maintain homogeneity. No chemical 
degradation based on HPLC analysis or crystallization based on microscopic 
examination was detected in the oil or emulsion after storage for 24 hr. 

20 

Example 16 : 

Capmul® MCM was heated to 55°C and mixed. Cremophoi* RH40 was also heated to 
65°C with stirring. Then 2.70 g of triacetin, 2,71 g of Cremophor^ RH40, and 3.60 g of 
25 Capmul® MCM were combined and mixed for 20 min. To this mixture was then added 
1 .01 gm of Compound A and the resulting mixture stinred at ambient temperature for 3 
hours with scraping of walls as needed. The amounts (in mg) of each component in 
the fill per gram of fill are set forth in Table 1 6a. 
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Table 16a 



Ingredient 


mg/g 


Cmpd A 


100 


Triacetin 


270 


Cremophoi*' RH40 


270 


CapmurMCM 


360 



5 

Example 17 : 



To 495 mg of Miglyol® 812, 203 mg of propylene carbonate and 187 mg of 
Cremophor® EL was added 1 15 mg of Compound A. The resulting mixture was stirred 
1 0 at ambient temperature for 20 minutes with scraping of the container walls as needed. 
It was then probe sonicated for 3 minutes with occasional mixing to completely 
dissolve the drug, and then stirred for 20 minutes at ambient temperature. The 
amounts (in mg) of each component in the oil solution per gram of solution are set 
forth in Table 17a. 



Table 17a 



Ingredient 


mg/g 


Cmpd A 


115 


Miglyol"812 


495 


Propylene carbonate 


203 ^ 


Cremophor*' EL 


187 



An emulsion was prepared by combining 1 volume of oil solution with an equal volume 
20 of de-ionized water. This mixture was stirred for 10 minutes and then vortex mixed for 
2 minutes. The emulsion had an average particle size of less than 10 microns. It was 
stirred continuously to maintain homogeneity. No chemical degradation based on 
HPLC analysis or crystallization based on microscopic examination was detected in 
the oil after storage for 8 days or the emulsion after storage for 24 hr. 

25 
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Example 18 : 

To 764 mg of olive oil and 223 mg of Cremophor® EL was added 13 mg of Compound 
5 A. The resulting mixture was stirred at ambient temperature for 20 minutes with 
scraping of container walls as needed. It was then probe sonicated for 3 minutes with 
occasional mixing to completely dissolve the drug. The solution was then stirred for 20 
minutes at ambient temperature. The amounts (in mg) of each component in the oil 
solution per gram of solution are set forth in Table 18a. 

10 

Table 18a 



Ingredient 


mg/g 


Compound A 


13 


Olive oil 


764 


Cremophor 0 EL 


223 



15 An emulsion was prepared by combining combining 1 volume of oil solution with an 
equal volume of de-ionized water. This mixture was stirred for 1 0 minutes and then 
vortex mixed for 2 minutes. The emulsion had an average particle size of less than 10 
microns. It was stirred continuously to maintain homogeneity. No chemical 
degradation based on HPLC analysis or crystallization based on microscopic 

20 examination was detected in the oil after storage for 8 days or the emulsion after 
storage for 24 hr. 

Example 19 : 

25 To 485 mg of Miglyol® 812, 199 mg of propylene carbonate and 1 83 mg of 

Cremophor^ EL was added 133 mg of Compound D. The resulting mixture was stirred 
at ambient temperature for 20 minutes with scraping of container walls as needed. It 
was then probe sonicated for 3 minutes with occasional mixing to completely dissolve 
the drug. The solution was stirred for further stirred for 20 minutes at ambient 

30 temperature. The amounts (in mg) of each component in the oil solution per gram of 
solution are set forth in Table 19A. 
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Table 19A 



Ingredient 


mg/g 


Ctnpd D 


133 


Migryof812 


485 


Propylene carbonate 


199 


Cremophor' 8 ' EL 


183 



An emulsion was prepared by combining combining 1 volume of oil solution with an 
equal volume of de-ionized water. This mixture was stirred for 10 minutes and then 
5 vortex mixed for 2 minutes. The emulsion had an average particle size of less than 10 
microns. It was stirred continuously to maintain homogeneity. No chemical 
degradation based on HPLC analysis or crystallization based on microscopic 
examination was detected in the oil after storage for 8 days or the emulsion after 
storage for 24 hr. 

10 

Example 20 : 

Chemical and physical stability for the formulation of Example 8 was determined for 30 
mgA Miglyol® (#11 oblong) softgels stored In white HPDE bottles (child-resistant 
closures). After storage at 40°C/75%RH for 6 months there was no change in potency 
1 5 and no degradation was detected (peak area < 0.05 % relative to parent) as 

determined by HPLC analysis of the entire softgel. The appearance (color, shape, 
seal integrity) was unchanged, and disintegration occurred within 15 minutes in water 
(USP<701 >). Softgels stored at 5°C and 25°C/60% RH were stable for 1 8 months. 

20 Example 21 : 

Either oils or preformed emulsions of Compound A were administered to Sprague 
Dawley rats by oral gavage and the results are shown in table 21a. Emulsions were 
prepared as indicated in Examples 17-19. Emulsions prepared from olive 
oil/surfactant provided the best results. The solubility and thus the accessible dose 
25 could be increased by using cosolvents (e.g. caprylic acid and/or triacetin) or using a 
triglyceride with improved solubility (Miglyol® 812), but this did not provide any 
improvement in exposure over much lower doses in olive oil/Cremophor® EL. 
Administration of preformed emulsions gave superior results to the oil, especially at 
higher dose volumes where mixing of phases in vivo may be less efficient 
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ln contrast to the results in rats, emulsions in Miglyol® 81 2/Cremophor® EL yielded far 
superior results to olive oil/Cremophor® EL in cynomologous monkeys (Table 21b), 
and much better results than for Miglyol® alone. Use of an emulsion prepared from 
5 crystalline (ethanolate) drug allowed comparible exposures to be achieved to those for 
more soluble amorphous drug in Miglyol® alone. Excellent dose proportionality was 
also obtained. 

The need for the presence of a high concentration of the long chain triglyceride olive 
10 oil for efficient absorption in the rat, but not the monkey, suggests that the lymphatic 
pathway plays a more important role for absorption of this drug in rats. An important 
role for lymphatic absorption for Compound A is consistent with its very high 
lipophilicity. 

1 5 fable 21 a. PK results in rat for Compound A 



Drug 
Form 


Vehicle 


Dose 
(mg/kg) 


Cone, in 

oil 
(mg/mL) 


Vol. 
of oil 
(mg/kg) 


Cmax 
(ng/mL) 


AUC 
(0-Tlast) 

(ng- 

hr/mL) 


Ethanol. 


Olive oil/ Cremophor^ / 
water 40/10/50 


100 

\ 


20 


5 


6.2 


33* 


Ethanol. 


MiglyoP /Cremophor® 

/water 

40/10/50 


500 


100 


5 


4.6 


18* 


Ethanol. 


Olive oil/caprylic acid/ 

Cremophor/water 

10/30/10/50 


375 


75 


5 


4.1 


21* 


Ethanol. 


Olive oil/caprylic 
acid/triacetin/ f 
Cremophoi^Mater 
10/15/15/10/50 * 


625 


125 


5 


4.8 


26* 


Ethanol. 


Olive oil/ Cremophor® 
80/20 


100 


20 


5 


3.6 


45 


Ethanol. 


Miglyor/Cremophor^/ 
water 40/10/50 


100 


100 


1 


1.9 


23 


Ethanol. 


MiglyoHCremophor*7 - 

0.5%HPMCAS 

40/10/50 


100 


100 


1 


1.6 


15 


Ethanol. 


MiglyoP 


500 


100 


5 


2.1 


27 


Amorph. 


Olive oil 


300 


60 


5 


7.3 


50 
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* Hast = 9 hr. Otherwise, Tlast = 24 hr. 

Amorph. = amorphous anhydrous 
Ethanol. = crystalline ethanolate 
5 HPMCAS=Hydroxpyropyl methyl cellulose acetate succinate 



Table 21 b. PK results in monkeys for Compound A 



Form* 


Vehicle 


Dose 
(mg/kg) 


Cone. 
In oil 

(mg/mL) 


Vol. 
of oil 

(mg/kg) 


Cmax 
Oig/mL) 


AUC 
fog-hr/mL) 


Ethanol. 


Miglyol® /Cremophor* 5 / 
water 40/10/50 


100 
(BID) 


100 


1 


1.6-2.3 


24-29 


Ethanol. 


Miglyof g / Cremophor*' / 

water 

40/10/50 


50 
(BID) 


50 


1 


0.8-1.1 


13-15 


Ethanol. 


Miglyof*/ Cremophor^/ 
water 40/10/50 


100 . 


100 


1 


0.4-1.8 


Ethanol. 


Olive oH/ CremophGr* / 
water 40/10/50 


20 


20 


1 


0.1,0.16 


N.D. 


Ethanol. 


Miglyor 


100 . 


100 


1 


ca. 0.17 


N.D. 


Amorph. 


Miglyof* 


100 


100 


1 


ca. 1.6 


ca.29 



* Amorph. = amorphous anhydrous 
10 Ethanol. = crystalline ethanolate 



Example 22 : 

15 

A.100mgA/mLfiil 

Capmul® MCM was heated to 55°C and mixed. Then 48.5 gm of Miglyol® 812, 72.8 
20 gm of triacetin, 48.5 gm of Polysorbate 80, and 728 gm of Capmul® MCM were 
combined. To this mixture was then added 25.0 gm Compound E and the resulting 
mixture stirred at ambient temperature for 1 0 minutes with scraping of walls as 
needed. The amounts (in mg) of each component in the fill per gram of fill are set 
forth in Table 22. The fill could be prepared on a larger scale for encapsulation into 
25 #10 oval softgels to provide a fill volume of 0.6 mL and a dose per softgel of 60 mgA 



30 



WO 03/000295 PCT/IB02/01571 

-150- 

B. 200 mgA/mL fill 

Capmul® MCM was heated to 55°C and mixed. Then 650 mg of Miglyol® 812, 976 mg 
of triacetin, 650 mg of Polysorbate 80, and 976 mg of Capmul® MCM were combined 
and mixed for 10 min. To this mixture was then added 748 mg Compound E and the 
5 resulting mixture stirred at ambient temperature for 10 minutes with scraping of wall as 
needed. The amounts (in mg) of esich component in the fill per gram of fill are set 
forth In Table 22. The fill could be prepared on a larger scale for encapsulation into 
#10 oval softgels to provide a fill volume of 0.6 mL and a dose per sofigel of 120 rngA. 

10 Table 22 



Ingredient 


mg/g 




100 mgA/mL 


200 mgA/mL 


Compound E 


94 


184 


Miglyol* 812 


181 


163 


Triacetin 


272 


245 


Polysorbate 80 


181 


163 


Capmuf MCM 


272 


245 



\ 
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What is claimed Is: 

1 . A composition comprising a CETP inhibitor and a lipophilic vehicle selected 
from digestible oils, lipophilic solvents, surfactants, and mixtures of any two or more 

5 thereof. 

2. A composition, comprising 
a CETP inhibitor, 

a co-solvent; . 
a high HLB surfactant; 
10 a low HLB surfactant; and 

optionally, a digestible oil. 

3. A composition as defined in claim 2, wherein said CETP inhibitor has an 
aqueous solubility less than 1 0 ^ig/mL 

4. A composition as defined in claim 2, wherein said co-solvent is selected 
15 from triacetin, propylene carbonate, transcutol, ethyl lactate, triethyl citrate, N- 

methyI-2-pyrrolidone, dimethylisosorbide and glycofurol. 

5. A composition as defined in claim 2, wherein said (high HLB) hydrophiiic 
surfactant is selected from polyoxyethylene 20 sorbitan monooleate (polysorbate 
80), polyoxyethylene 20 sorbitan monolaurate, polyethylene (40 or 60) 

20 hydrogenated castor oil, polyoxyethylene (35) castor oil, alpha tocopheryl 
polyethylene glycol 1000 succinate (Vitamin E TPGS), glyceryl PEG 8 
caprylate/caprate, PEG 32 glyceryl laurate, polyoxyethylene fatty acid esters, and 
polyoxyethylene fatty acid ethers. 

6. A composition as defined in claim 2, wherein said (low HLB) lipophilic 
25 surfactant is selected from mono and diglycerides of capric and caprylic acid, 

polyoxyethylene 6 apricot kernel oil, polyoxyethylene com oil, propylene glycol 
monolaurate, propylene glycol dicaprylate/caprate, polyglyceryl oleate, sorbitan 
esters of fatty acids, and glyceryl monooleate. 

7. A composition as defined in claim 2, which is self-emulsifying and comprises 
30 the following amounts of components: 

1-50% CETP inhibitor; 

5 - 60 % cosolvent; 

5 - 75 % high HLB surfactant; and 

5-75 % low HLB surfactant 
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8. A composition as defined in claim 1 , wherein said CETP inhibitor is selected 
from any of the following classes: 

(1 ) an oxy substituted 4-carboxyamino-2-methyH ,2,3,4-tetrahydroquinoline 
having the Fonmula I 

5 




R|-8 ^1-1 

Formula I 

or a pharmaceutical^ acceptable salt, enantiomer, or stereoisomer of said 
10 compound; 

wherein Rm is hydrogen, Y|, W r X|, W r Yi; 

wherein W| is a carbonyl, thlocarbonyl, sulfinyl or sulfonyl; 

X, is -O-Y,, -S-Y,, -N(H)-Y, or -N-(Y,) 2 ; 

wherein Y» for each occurrence is independently Zi or a fully saturated, 
15 partially unsaturated or fully unsaturated one to ten membered straight or branched 

carbon chain wherein the carbons, other than the connecting carbon, may optionally 

be replaced with one or two heteroatoms selected independently from oxygen, sulfur 

and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 

with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 
20 optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 

with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said 

carbon chain is optionally mono-substituted with 2f 9 

wherein Z, is a partially saturated, fully saturated or fully unsaturated three to 

eight membered ring optionally having one to four heteroatoms selected 
25 independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two 

fused partially saturated, fully saturated or fully unsaturated three to six membered 

rings, taken independently, optionally having one to four heteroatoms selected 

independently from nitrogen, sulfur and oxygen; 
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wherein said Zj substituent is optionally mono-, di- or tri-substituted 
independently with halo, (Gz-C 6 )alkenyl, (C r C 6 ) alkyl, hydroxy, (CrC 6 )alkoxy, (d- 
C 4 )alkylthio, amino, nitro, cyano, oxo, carboxyl, (d-Ce)alkyloxycarbonyl, mono-N- or 
di-N.N-^-QJalkylamino wherein said (C r C 6 )alkyl substituent is optionally mono-, 
5 di- or tri-substituted independently with halo, hydroxy, (d-d)alkoxy, (d-d)alkylthio, 
amino, nitro, cyano, oxo, carboxyl, (C r C 6 )alkyloxycarbonyl, mono-N- or di-N,N-(d- 
C 6 )a!kylamino, said (C r C 6 )alkyl substituent is also optionally substituted with from 
one to nine fluorines; 
Rw is hydrogen or Gfc 

10 wherein Qi is a fully saturated, partially unsaturated or fully unsaturated one 

to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with 

15 hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 
mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di-substituted 
with oxo, and said carbon chain is optionally mono-substituted with Vj; 

wherein V, is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected 

20 independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said V| substituent is optionally mono-, dl- f tri-, or tetra-substituted 

25 independently with halo, (d-C 6 )alkyi, (Cz-C 6 )alkenyl, hydroxy, (d-d)alkoxy, (d- 
d)alkylthio, amino, nitro, cyano, oxo, carbamoyl, mono-N- or di-N,N-{d-d) 
alkylcarbamoyl, carboxyl, (d-C 6 )alkyloxycarbonyl, mono-N- or di-N,N-(d- 
C 6 )aIkylamino wherein said (d-C 6 )aIky! or (CrdJalkenyl substituent is optionally 
mono-, di- or tri-substituted independently with hydroxy, (d-C 6 )alkoxy, (d- 

30 d)alkylthio, aminos nitro, cyano, oxo, carboxyl, (d-C 6 )aIkyloxycarbonyl, mono-N- or 
di-N,N-(d-d)alkylamino, said (d-d)alkyl or (QrCe)alkenyl substituents are also 
optionally substituted with from one to nine fluorines; 
Rm is On or Vu 
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wherein Q M is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
5 substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 
mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di-substituted 
with oxo, and said carbon chain is optionally mono-substituted with 

v M ; 

1 0 wherein V M is a partially saturated, fully saturated or fully unsaturated three 

to six membered ring optionally having one to two heteroatoms selected 
independently from oxygen, sulfur and nitrogen; 

wherein said V M substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (d-CeJalkyl, (d-QOalkoxy, amino, nitro, cyano, (d- 

1 5 C 6 )alkyloxycarbonyl, mono-N- or di-N, N-fd-dJalkylamino wherein said (d-C 6 )alkyl 
substituent is optionally mono-substituted with oxo, said (d-C 6 )a!kyl substituent is 
also optionally substituted with from one to nine fluorines; 

wherein either R w must contain V| or R M must contain V M ; and 
R|h5 , Rw . R^and R w are each independently hydrogen, hydroxy or oxy wherein 

20 said oxy is substituted with Ti or a partially saturated, fully saturated or fully 

unsaturated one to twelve membered straight or branched carbon chain wherein the 
carbons, other than the connecting carbon, may optionally be replaced with one or 
two heteroatoms selected independently from oxygen, sulfur and nitrogen and said 
carbon is optionally mono-, di- or tri-substituted independently with halo, said carbon 

25 is optionally mono-substituted with hydroxy, said carbon is optionally mono- 
substituted with oxo, said sulfur is optionally mono- or di-substituted with oxo, said 
nitrogen is optionally mono- or di-substituted with oxo, and said carbon chain is 
optionally mono-substituted with Ti; 

wherein T| is a partially saturated, fully saturated or fully unsaturated three to 

30 eight membered ring optionally having one to four heteroatoms selected 

independently from oxygen, sulfur and nitrogen, or a bicycfic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 
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wherein said Tj substituent is optionally mono-, di- or tri-substituted independently 
with halo, (C r C 6 )alkyl, (C2-C 6 )alkenyl, hydroxy, (CrCeJalkoxy, (C r C 4 )aIkylthio, 
amino, nitro, cyano, oxo, carboxy, (Ci-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C r 
C 6 )alkylamino wherein said (CVCeJalkyI substituent is optionally mono-, di- or tri- 
5 substituted independently with hydroxy, (CVQOalkoxy, (Ci-C 4 )alkylthio, amino, nitro, 
cyano, oxo, carboxy, (CrC 6 )alkyloxycarbonyl, mono-N- or di-N.N^CrCeJalkylamino, 
said (C|-C 6 )alkyl substituent is also optionally substituted with from one to nine 
fluorines; 

(2) a 4-carboxyamino-2-methyl-1 ,2,3,4,-tetrahydroquinoline, having the 
10 Formula II 



O 




Formula II 

15 

or a pharmaceutical^ acceptable salt, enantiomer, or stereoisomer of said 
compound; 

wherein R M is hydrogen, Yu, W r Xu, WirY n ; 

wherein W n is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 

20 X„ is -0-Y„, -S-Y„, -N(H)-Y U or -N-M)* 

wherein Yu for each occurrence is independently Z« or a fully saturated, 
partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may optionally 
be replaced with one or two heteroatoms selected independently from oxygen, sulfur 

25 and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
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with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said 
carbon chain is optionally mono-substituted with Z«; 

Z(i is a partially saturated, fully saturated or fully unsaturated three to twelve 
membered ring optionally having one to four heteroatoms selected independently 
5 from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
independently, optionally having one to four heteroatoms selected independently 
from nitrogen, sulfur and oxygen; 

wherein said Z« substituent is optionally mono-, di- or tri-substituted 

10 independently with halo, (C2-C Q )alkenyl, (d-Ce) alkyl, hydroxy, (d-d)alkoxy, (d- 
C4)alkylthio f amino, nitro, cyano, oxo, carboxy, (C 1 -C 6 )alkyloxycarbonyl, mono-N- or 
di-N.N^CrCgJalkylamino wherein said (CrC 6 )alkyI substituent is optionally mono-, 
di- or tri-substituted Independently with halo, hydroxy, (d-Ce)alkoxy, (d-d)alkylthio, 
amino, nitro, cyano, oxo, carboxy, (d-d)alkyloxycarbonyl, mono-N- or di-N,N-(C r 

15 C 6 )alkylamino, said (d-Ce)alkyl is also optionally substituted with from one to nine 
fluorines; 

Rfl^ is hydrogen or Q M ; 

wherein Q« is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons, other than 

20 the connecting carton, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carton is optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 
mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted 

25 with oxo, and said carbon chain is optionally mono-substituted with Vn; 

wherein V n is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 

30 rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said V u substituent is optionally mono-, di- f tri-, or tetra-substituted 
independently with halo, (d-C 6 )alkyl, (Cz-CeJalkenyl, hydroxy, (d-Ce)alkoxy, (C n - 
C 4 )alkylthio f amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N.N-fd-Ce) 
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alkylcarboxamoyl, carboxy, (d-Ce)alkytoxycarbonyl, mono-N- ordi-N,N-(d- 
C 6 )alkyIamino wherein said (d-Ce)alkyl or (C2-C 6 )alkenyl substituent is optionally 
mono-, di- or tri-substituted independently with hydroxy, (Ci-Ce)alkoxy, (d- 
C 4 )alkylthio, amino, nitro, cyano, oxo, carboxy, (d-C 6 )aikyloxycarbonyl, mono-N- or 
5 di-N,N-(d-C 6 )alkyiamino or said (d-Ce)alkyl or (C^QOalkenyl substituents are 
optionally substituted with from one to nine fluorines; 
Rim is Qim orV, M 

wherein Q| M a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 

0 connecting carbon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, 
said carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or 
di-substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, 

5 and said carbon chain is optionally mono-substituted with V M ; 

wherein V, M is a partially saturated, fully saturated or fully unsaturated three 
to six membered ring optionally having one to two heteroatoms selected 
independently from oxygen, sulfur and nitrogen; 

wherein said V M substituent is optionally mono-, di- f tri-, or tetra-substituted 

0 independently with halo, (CrC 6 )alkyl, (d-dOalkoxy, amino, nitro, cyano, (d- 

Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C r C 6 )alkylamino wherein said (d-Ce)alkyl 
substituent is optionally mono-substituted with oxo, said (d-C 6 )a!kyl substituent is 
optionally substituted with from one to nine fluorines; 

wherein either R w must contain V n or R| M must contain V, M ; and 

5 Rji-5 , R»-e , Riband Rj^ are each independently hydrogen, a bond, nitro or halo 
wherein said bond is substituted with T n or a partially saturated, fully saturated or 
fully unsaturated (d-Ci2) straight or branched carbon chain wherein carbon may 
optionally be replaced with one or two heteroatoms selected independently from 
oxygen, sulfur and nitrogen wherein said carbon atoms are optionally mono-, di- or 

0 tri-substituted independently with halo, said carbon is optionally mono-substituted 
with hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di- 
substituted with oxo, and said carbon is optionally mono-substituted with T n ; 
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wherein T M is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or, a tricyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
5 rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said T u substituent is optionally mono-, di- or tri-substituted 
independently with halo, (C r Ce)alkyl, (C2-C 6 )alkenyl, hydroxy, (d-C 6 )alkoxy, (C r 
C^lkylthio, amino, nitro, cyano, oxo, carboxy, (C r C 6 )alkyloxycarbonyl, mono-N- or 
10 di-N.N-^-CeJalkylamino wherein said (Ci-C 6 )alkyl substituent is optionally mono-, 
di- or tri-substituted independently with hydroxy, (C,-C 6 )alkoxy, (Cf-C^alkylthio, 
amino, nitro, cyano, oxo, carboxy, (Cr^alkyloxycarbonyl, mono-N- or di-N,N-(C r 
CeJalkylamino, said (C r C 6 )alkyl substituent is also optionally substituted with from 
one to nine fluorines; 

15 provided that at least one of substituents Rj W , R, W| R«.7 and R, w is not hydrogen and 
is not linked to the quinoline moiety through oxy; 

(3) an annulated 4-carboxyamino-2-methyl-1 ,2,3,4,-tetrahydroquinoline having 
the Formula III 



O 




Formula III 

or a pharmaceutical^ acceptable salt, enantiomer, or stereoisomer of said 
25 compound; 

wherein Rm-i is hydrogen, Y Wt Wi r Xw, WnpY ffl ; 

wherein Wm is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 

Xn, is -0-Y mi -S-Yfli, -N(H)-Y,„ or-N-(Y U i)2; 
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Y| U for each occurrence is independently 2m or a fully saturated, partially 
unsaturated or fully unsaturated one to ten membered straight or branched carbon 
chain wherein the carbons, other than the connecting carbon, may optionally be 
replaced with one or two heteroatoms selected independently from oxygen, sulfur 
5 and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said 
carbon chain is optionally mono-substituted with Zm; 

1 0 wherein Z, n is a partially saturated, fully saturated or fully unsaturated three to 

twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 

1 5 independently from nitrogen, sulfur and oxygen; 

wherein said Zm substituent is optionally mono-, di- or tri-substituted 
independently with halo, (CrCjOalkenyl, (C^-Ce) alkyl, hydroxy, (Ci-Cgjalkoxy, (C r 
C 4 )alkytthio, amino, nitro, cyano, oxo, carboxy, (C-Csjalkyloxycarbonyl, mono-N- or 
di-N,N-(d-C6)alkylamino wherein said (C r C 6 )alkyl substituent is optionally mono-, 

20 di- or tri-substituted independently with halo, hydroxy, (C^CeJalkoxy, (Ct-C^alkylthio, 
amino, nitro, cyano, oxo, carboxy, (Ci-C 6 )alkyloxycarbonyl, mono-N- or di-N f N-(C r 
QOalkylamino, said (C r C 6 )alkyl optionally substituted with from one to nine fluorines; 
Ri !W is hydrogen or Qin; 

wherein Qm is a fully saturated, partially unsaturated or fully unsaturated one 

25 to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 

30 mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted 
with oxo, and said carbon chain is optionally mono-substituted with V (u ; 

wherein V U( is a partially saturated, fully saturated or Willy unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
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fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said Vn, subsfrtuent is optionally mono-, di-, hi-, or tetra-substituted 

5 independently with halo, (d-Ce)alkyl, (d-CeJalkenyl, hydroxy, (d-C 6 )aIkoxy, (d- 
C 4 )alkylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N~ or di-N.N^d-Cg) 
alkylcarboxamoyl, carboxy, (C-i-CeJalkyloxycarbonyl, mono-N- or di-N,N-(d- 
C 6 )alkylamino wherein said (d-Ce)alkyl or (drdjalkenyl substituent is optionally 
mono-, di- ortri-substituted independently with hydroxy, (d-Ce)alkoxy, (d- 

10 d)alkylthio, amino, nitro, cyano, oxo, carboxy, (d-C 6 )alkyloxycarbonyl, mono-N- or 
di-N,N-(CrC 6 )alkylamino or said (d-C e )alkyI or (C2-C 6 )alkenyl are optionally 
substituted with from one to nine fluorines; 
R,im is Qhm orV HM ; 

wherein Q UM a fully saturated, partially unsaturated or fully unsaturated one 

1 5 to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 

20 mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted 
with oxo, and said carbon chain is optionally mono-substituted with 
v„ M ; 

r 

wherein V D i-i is a partially saturated, fully saturated or fully unsaturated three 
to six membered ring optionally having one to two heteroatoms selected 
25 independently from oxygen, sulfur and nitrogen; 

wherein said Vhm substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (d-Ce)alkyl, (d-Ce)alkoxy, amino, nitro, cyano, (d- 
C 6 )alkyloxycarbonyl, mono-N- or di-N,N-(d-C 6 )alkylamino wherein said (d-C 6 )a!kyl 
substituent is optionally mono-substituted with oxo, said (d-C e )a!kyl substituent 
30 optionally having from one to nine fluorines; 

wherein either Rm-3 must contain V U i or Ruu must contain V UM ; and 
R« w and Raw, or Rn^ and Rm-7, and/or R^and R 1U - 8 are taken together and form at 
least one four to eight membered ring that is partially saturated or fully unsaturated 
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optionally having one to three heteroatoms independently selected from nitrogen, 
sulfur and oxygen; 

wherein said ring or rings formed by R, M and R, IW| or Rj !W and Rm-7, and/or 
Rjn. 7 and Rm^ are optionally mono-, di- or tri-substituted independently with halo, {C,- 

5 C 6 )alkyl, (C r C 4 )alkylsulfonyl, (CrC 6 )alkenyl t hydroxy, (C r C 6 )alkoxy, (d-C^alkylthio, 
amino, nitro, cyano, oxo, carboxy, (d-CeJalkyloxycarbonyl, mono-N- ordi-N.N-CCt- 
C 6 )alkylamino wherein said (C r C 6 )alkyl substituent is optionally mono-, di- or tri- 
substituted independently with hydroxy, (Ci-C 6 )alkoxy, (CrC 4 )alkylthio, amino, nitro, 
cyano, oxo, carboxy, (C r C 6 )alkyloxycarbonyl, mono-N- or di-N,N-(C r C 6 )alkyfamino, 

10 said (C r C 6 )alkyl substituent optionally having from one to nine fluorines; 

provided that the , R« w , R|«. 7 and/or R, w , as the case may be, that do 
not form at least one ring are each independently hydrogen, halo, (Ci-C e )alkoxy or 
(CrC 6 )alkyl, said (C r Ce)alkyl optionally having from one to nine fluorines; 

15 



(4) a 4-carboxyamino-2-substitutecM ,2,3,4,-tetrahydroquinoline, having the 
Formula IV 

20 




Formula IV 

25 and pharmaceutical^ acceptable salts, enantiomers,- or stereoisomers of said 
compounds; 

wherein R^m is hydrogen, Yiv, WtvXiv or W^-Yiv; 
wherein Wjv is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 
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X*, is -0-Y,v. -S-Y,v, -N(H)-Y,v or -N-Otofc 

wherein Y w for each occurrence is independently Ziv or a fully saturated, 
partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may optionally 
5 be replaced with one or two heteroatoms selected independently from oxygen, sulfur 
and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said 

10 carbon chain is optionally mono-substituted with Zrv; 

wherein is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 

15 rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said Zn/ substituent is optionally mono-, di- or tri-substituted 
independently with halo, (C2-C 6 )alkenyl, (d-Ce) alkyl, hydroxy, (Ci-Ce)alkoxy, (Cr 
C 4 )alkylthio, amino.Vrtro, cyano, oxo, carboxy, (C r C 6 )alkyloxycarbonyl, mono-N- or 

20 di-N,N^CrC6)alkylamino wherein said (Ci-QOalkyl substituent is optionally mono-, 
di- or tri-substituted independently with halo, hydroxy, (CrC 6 )alkoxy, (Ci-C^alkylthio, 
amino, nitro, cyano, oxo, carboxy, (C r C e )alkyloxycarbonyl, mono-N- ordi-N,N-(C r 
C e )alkylamino f said (CrCeJalkyl substituent is also optionally substituted with from 
one to nine fluorines; 

25 Riv-2 is a partially saturated, fully saturated or fully unsaturated one to six membered 
straight or branched carbon chain wherein the carbons, other than the connecting 
carbon, may optionally b^ replaced with one or two heteroatoms selected 
independently from oxygen, sulfur and nitrogen wherein said carbon atoms are 
optionally mono-, di- or tri-substituted independently with halo, said carbon is 

30 optionally mono-substituted with oxo, said carbon is optionally mono-substituted with 
hydroxy, said sulfur is optionally mono- or di-substituted with oxo, said nitrogen is 
optionally mono- or di-substituted with oxo; or said Ri V -2 is a partially saturated, fully 
saturated or fully unsaturated three to seven membered ring optionally having one to 
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two heteroatoms selected independently from oxygen, sulfur and nitrogen, wherein 
said Riv. 2 ring is optionally attached through (d-C 4 )alkyl; 

wherein said Rn-2 ring is optionally mono-, di- or tri-substituted independently 
with halo, (d-djalkenyl, (C r C 6 ) alkyl, hydroxy, (d-C Q )alkoxy, (d-d)alkylthio, 
5 amino, nitro, cyano, oxo F carboxy, (d-CeJalkyloxycarbonyl, mono-N- or di-N,N-(C r 
C e )alkylamino wherein said (d-Ce)alkyl substituent is optionally mono-, di- or tri- 
substituted independently with halo, hydroxy, (d-Ce)alkoxy, (Ci-C^alkylthio, oxo or 
(d-C 6 )alkyloxycarbonyl; 

with the proviso that Riv.2 is not methyl; 

1 0 Riv-3 is hydrogen or Qjv; 

wherein Q w is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 

1 5 substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxb, said sulfur is optionally 
mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted 
with oxo, and said carbon chain is optionally mono-substituted with V w \ 

wherein \f N is a partially saturated, fully saturated or fully unsaturated three 

20 to eight membered ring optionally having one to four heteroatoms selected 

independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

25 wherein said Vjv substituent is optionally mono-, di-, tri-, or tetra-substituted 

independently with halo, (d-C 6 )alkyI, (d-CeJalkenyl, hydroxy, (d-Ce)alkoxy, (C r 
C 4 )alkylthio, amino, nitro, cyano, oxo, carboxamoyi, mono-N- or di-N,N-(d-Ce) 
alkylcarboxamoyl, carboxy, (d-Ce)alkyloxycarbonyl, mono-N- ordi-N,N-(d- 
C 6 )alky!amino wherein said (d-Ce)alkyl or (CrCeJalkenyl substituent is optionally 

30 mono-, di- or tri-substituted independently with hydroxy, (d-C 6 )alkoxy, (d- 

C 4 )alkylthio, amino, nitro, cyano, oxo, carboxy, (d-C 6 )alkyloxycarbonyl f mono-N- or 
di-N,N-(C 1 -C8)alkylamino l said (d-C e )alkyl or (QrdOalkenyl substituents are also 
optionally substituted with from one to nine fluorines; 
Ri\MisQi\MorV|\M; 
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wherein CWi a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
5 substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 
mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted 
with oxo, and said carbon chain is optionally mono-substituted with 

10 wherein Viv-i is a partially saturated, fully saturated or fully unsaturated three 

to six membered ring optionally having one to two heteroatoms selected 
independently from oxygen, sulfur and nitrogen; 

wherein said substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (d-C 6 )alkyl, (d-CeJalkoxy, amino, nitro, cyano, (C r 

1 5 Ce)alkyloxycarbony1, mono-N- or di-N, N-^-CeJalkylamino wherein said (C r C 6 )alkyl 
substituent Is optionally mono-substituted with oxo, said (CrC 6 )aIkyl substituent is 
also optionally substituted with from one to nine fluorines; 

wherein either R^ must contain V w or must contain V^; 
Riv-5 » Ri\a« . Riv-7and R^are each independently hydrogen, a bond, nitro or halo 

20 wherein said bond is substituted with Tjv or a partially saturated, fully saturated or 
fully unsaturated (C1-C12) straight or branched carbon chain wherein carbon, may 
optionally be replaced with one or two heteroatoms selected independently from 
oxygen, sulfur and nitrogen wherein said carbon atoms are optionally mono-, di- or 
tri-substituted independently with halo, said carbon is optionally mono-substituted 

25 with hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di- 
substituted with oxo, and said carbon is optionally mono-substituted with T w ; 

wherein is a partially saturated, fully saturated or fully unsaturated three 
to eight membered ring optionally having one to four heteroatoms selected 

30 independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 
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wherein said Tm substituent is optionally mono-, di- or tri-substituted 
independently with halo, (C r C 6 )alkyl, (Cz-C 6 )alkenyt, hydroxy, (Ci-C 6 )alkoxy, (Ci- 
C 4 )alkylthio f amino, nitro, cyano, oxo, carboxy, (CrC 6 )alkyloxycarbonyl t mono-N- or 
di-N,N-(d-Ce)alkylamino wherein said (d-CiOalkyI substituent is optionally mono-, 
5 di- or tri-substituted independently with hydroxy, (d-Ce)alkoxy, (Ci-C 4 )alkylthio, 
amino, nitro, cyano, oxo, carboxy, (C r C 6 )aIkyloxycarbonyl, mono-N- or di-N,N-(C 1 - 
C e )alkylamino, said (d-Ce)alkyl substituent is also optionally substituted with from 
one to nine fluorines; and 

wherein FVs and Rivm>, or Rn* and R^.?, and/or R^and Riv-s may also be 

1 0 taken together and can form at least one four to eight membered ring that is partially 
saturated or fully unsaturated optionally having one to three heteroatoms 
independently selected from nitrogen, sulfur and oxygen; 

wherein said ring or rings formed by. FVs and FW or R^-a and FV?, and/or 
Riv- 7 and are optionally mono-, di- or tri-substituted independently with halo, (d- 

1 5 Ce)alkyl, (d-d)alkylsulfonyl, (CrC 6 )alkenyl, hydroxy, (d-djalkoxy, (d-d)alkylthio, 
amino, nitro, cyano, oxo, carboxy, (d-dOalkyloxycarbonyl, mono-N- or di-N, N-(C r 
CeJalkylamino wherein said (C r C 6 )alkyl substituent is optionally mono-, di- or tri- 
substituted independently with hydroxy, (Ci-Ce)alkoxy, (d-d)alkylthio, amino, nitro, 
cyano, oxo, carboxy, (d-C 6 )aikyloxycarbonyI, mono-N- or di-N,N-(d-d)alkylamino, 

20 said (d-d)alkyl substituent is also optionally substituted with from one to nine 
fluorines; 

with the proviso that when Rn/. 2 is carboxyl or (d-C 4 )alkylcarboxyl, then R^ 
is not hydrogen; 

(5) a 4-amino substituted-2-substituted-1 ,2,3,4,-tetrahydroquindine, having the 
25 Formula V 




Rv-8 ^v-1 



Formula V 
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or a pharmaceutical acceptable salt, enantiomer, or stereoisomers of said 
compound; 

wherein R V -i is Y v , Wv-X v or Wv-Y v ; 
wherein W v is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 
5 X v is -O-Yv, -S-Y Vl -N(H)-Yv or -N-(Y V ) 2 ; 

wherein Y v for each occurrence is independently Z v or a fully saturated, 
partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may optionally 
be replaced with one or two heteroatoms selected independently from oxygen, sulfur 

10 and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said 
carbon chain is optionally mono-substituted with Zv; 

15 wherein Z v is a partially saturated, fully saturated or fully unsaturated three to 

eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 

20 independently from nitrogen, sulfur and oxygen; 

wherein said Z v substituent is optionally mono-, di- or tri-substituted 
independently with halo, (C2-C 6 )alkenyl, (d-C 6 ) alkyl, hydroxy, (d-C 6 )alkoxy, (C r 
C 4 )alkylthio, amino, nitro, cyano, oxo, carboxy, (C r C 6 )a!kyloxycarbonyI, mono-N- or 
di-N,N-(C r C 6 )alkylamino wherein said (d-C^alkyl substituent is optionally mono-, 

25 di- or tri-substituted independently with halo, hydroxy, (Ct-QOalkoxy, (CrC^alkylthio, 
amino, nitro, cyano, oxo, carboxy, (d-QOalkyloxycarbonyl, mono-N- or di-N,N-(C r 
Ce)aIkylamino, said (Ci-C 6 )alkyl substituent is also optionally substituted with from 
one to nine fluorines; . 

R v .2 is a partially saturated, fully saturated or fully unsaturated one to six 

30 membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one or two heteroatoms selected 
independently from oxygen, sulfur and nitrogen wherein said carbon atoms are 
optionally mono-, di- or tri-substituted independently with halo, said carbon is 
optionally mono-substituted with oxo, said carbon is optionally mono-substituted with 
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hydroxy, said sulfur is optionally mono- or di-substituted with oxo, said nitrogen is 
optionally mono- or di-substituted with oxo; or said R V -2 is a partially saturated, fully 
saturated or fully unsaturated three to seven membered ring optionally having one to 
two heteroatoms selected independently from oxygen, sulfur and nitrogen, wherein 

5 said R V -2 ring is optionally attached through (d-C 4 )alkyl; 

wherein said R V -2 ring is optionally mono-, di- or tri-substituted independently 
with halo, (C2-C 6 )alkenyl, (C r C 0 ) alkyl, hydroxy, (CVCeJalkoxy, (Ci-C 4 )aIkylthio, 
amino, nitro, cyano, oxo, carboxy, ((^-CeJalkyloxycarbonyl, mono-N- or di-N,N-(C r 
CsJalkylamino wherein said (C r C 6 )alkyl substituent is optionally mono-, di- or tri- 

10 substituted independently with halo, hydroxy, (C r C 6 )alkoxy, (C 1 -C 4 )alkylthio, oxo or 
(C r C 6 )alkyloxycarbonyl; 
Rv-3 is hydrogen or Q v ; 

wherein Qv is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons, other than 

1 5 the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 
mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di-substituted 

20 with oxo, and said carbon chain is optionally mono-substituted with V v ; 

wherein V v is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 

25 rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said V v substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (Ci-Cejalkyl, (CrC 6 )alkenyl f hydroxy, (C r C6)alkoxy, (Ci- 
C 4 )aikylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-I^N-fC^-Ce) 

30 alkylcarboxamoyl, carboxy, (C r C 6 )alkyloxycarbonyl, mono-N- or di-N.N-fCV 

C 6 )alkylamino wherein said (C r C s )alkyl or (C 2 -C 6 )alkenyl substituent is optionally 
mono-, di- or tri-substituted independently with hydroxy, (CrCeJalkoxy, (C r 
C 4 )alkylthio, amino, nitro, cyano, oxo, carboxy, (CrCeJalkyloxycarbonyl, mono-N- or 
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di-N.N-^t-CeJalkylamino, said (d-CeJalkyl or (C2-C 6 )alkenyl substituents are also 
optionally substituted with from one to nine fluorines; 
Rv-* is cyano, formyl, W V -iQv-i, W v .i\Am, (d-C^alkyleneVv-i or V V - 2 ; 
wherein W V -i is carbonyl, thiocarbonyl, SO or S0 2 , 
5 wherein Qv-i a fully saturated, partially unsaturated or fully unsaturated one 

to six membered straight or branched carbon chain wherein the carbons may 
optionally be replaced with one heteroatom selected from oxygen, sulfur and 
nitrogen and saidcarbon is optionally mono-, di- or tri-substituted independently with 
halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 
1 0 optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said 
carbon chain is optionally mono-substituted with V V -i; 

wherein V V -i is a partially saturated, fully saturated or fully unsaturated three 
to six membered ring optionally having one to two heteroatoms selected 
15 independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said V V -i substituent is optionally mono-, di- f tri-, or tetra-substituted 
20 independently with halo, (d-CeJalkyl, (C r C 6 )alkoxy, hydroxy, oxo, amino, nitro, 
cyano, (Ci-CeJalkyloxycarbonyl, mono-N- or di-N.N-CCrCeJalkylamino wherein said 
(CrQOalkyl substituent is optionally mono-substituted with oxo, said (Ci-C e )alkyl 
substituent is also optionally substituted with from one to nine fluorines; 

wherein V V -2 is a partially saturated, fully saturated or fully unsaturated five to 
25 seven membered ring containing one to four heteroatoms selected independently 
from oxygen, sulfur and nitrogen; 

wherein said substituent is optionally mono-, di- or tri-substituted 
independently with halo, (CrC^alkyl, (d-C^alkoxy, hydroxy, or oxo wherein said 
(Ci-C 2 )alkyl optionally has from one to five fluorines; and 
30 wherein Rv-4 does not include oxycarbonyl linked directly to the C 4 nitrogen; 

wherein either R v ^ must contain V v or Rv-* must contain V V -i; 
Rv-5 , Rv-e , Rv-7and R v ^are independently hydrogen, a bond, nitro or halo 
wherein said bond is substituted with T v or a partially saturated, fully saturated or 
fully unsaturated (C1-C12) straight or branched carbon chain wherein carbon may 
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optionally be replaced with one or two heteroatoms selected independently from 
oxygen, sulfur and nitrogen, wherein said carbon atoms are optionally mono-, di- or 
tri-substituted independently with halo, said carbon is optionally mono-substituted 
with hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is 
5 optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di- 
substituted with oxo, and said carbon chain is optionally mono-substituted with T v ; 

wherein T v is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicydic ring consisting of two 

10 fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said T v substltuent Is optionally mono-, di- or tri-substituted 
independently with halo, (d-djalkyl, (C2-d)alkenyl, hydroxy, (d-C 6 )alkoxy, (C r 

15 C 4 )alkylthio, amino, nitro, cyano, oxo, carboxy, (d-C 6 )alkyloxycarbonyl, mono-N- or 
di-N,N-(d-C 6 )alkylamino wherein said (d-C 6 )alkyl substituent is optionally mono, 
di- or tri-substituted independently with hydroxy, (d-d)alkoxy, (d-d)alkyIthio, 
amino, nitro, cyano, oxo, carboxy, (d-Ce)alkyloxycarbonyl, mono-N- ordi-N,N-(d- 
C 6 )alkylamino, said (C r C 6 )alkyl substituent also optionally has from one to nine 

20 fluorines; 

wherein R v ^ and R V -e, or R v ^ and R v . 7 , and/or R v _ 7 and R v ^ may also be 
taken together and can form at least one ring that is a partially saturated or fully 
unsaturated four to eight membered ring optionally having one to three heteroatoms 
independently selected from nitrogen, sulfur and oxygen; 

25 wherein said rings formed by R V -5 and R v ^, or R v ^ and R V - 7 , and/or R v . 7 and R v ^ are 
optionally mono-, di- or tri-substituted independently with halo, (d-d)alkyl. (d- 
d)alkylsulfonyl, (C r Ce)alkenyl, hydroxy, (d-C 6 )alkoxy, (d-d)alky!thio, amino, 
nitro, cyano, oxo, carboxy, (C r C 6 )alkyloxycarbonyl, mono-N- or di-N,N-(d- 
d)alkylamino wherein said (d-C e )aikyl substituent is optionally mono-, di- or tri- 

30 substituted independently with hydroxy, (d-d)aikoxy, (d-d)alkylthio, amino, nitro, 
cyano, oxo, carboxy, (d-C^alkyloxycarbonyl, mono-N- or di-N,N-(C r C 6 )alkylamino, 
said (d-C 6 )alkyl substituent also optionally has from one to nine fluorines^ 
(6) a cycloalkano-pyridine having the Formula VI 
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Formula VI 

or a pharmaceutical^ acceptable salt enantiomer, or stereoisomer of said 
compounds; 
5 in which 

Avi denotes an aryl containing 6 to 10 carbon atoms, which is optionally 
substituted with up to five identical or different substituents in the form of a halogen, 
nitro, hydroxyl, trifiuoromethyl, trifluoromethoxy or a straight-chain or branched alkyl, 
acyl, hydroxyalkyl or alkoxy containing up to 7 carbon atoms each, or in the form of 
10 a group according to the formula -BNRv^Rvm, wherein 

Rvw and Rvw are identical or different and denote a hydrogen, phenyl or a 
straight-chain or branched alkyl containing up to 6 carbon atoms, 

Dvi denotes an aryl containing 6 to 10 carbon atoms, which is optionally 
substituted with a phenyl, nitro, halogen, trifiuoromethyl or trifluoromethoxy, or a 
1 5 radical according to the formula Rvi^-Lvr, 

Ryt-6 

or Rvi^-TvrVvi-Xvi, wherein 

20 Rvw. Rvw and Rvw denote, independently from one another, a cycloalkyl 

containing 3 to 6 carbon atoms, or an aryl containing 6 to 10 carbon atom or a 5- to 
7-membered, optionally benzo-condensed, saturated or unsaturated, mono-, bi- or 
tricyclic heterocycle containing up to 4 heteroatoms from the series of S, N and/or O, 
wherein the rings are optionally substituted, in the case of the nitrogen-containing 

25 rings also via the N function, with up to five Identical or different substituents in the 
form of a halogen, trifiuoromethyl, nitro, hydroxyl, cyano, carboxyl, trifluoromethoxy, 
a straight-chain or branched acyl, alkyl. alkylthio, alkylalkoxy, alkoxy or 
alkoxycarbonyl containing up to 6 carbon atoms each, an aryl or trifiuoromethyl- 
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substituted aryl containing 6 to 10 carbon atoms each, or an optionally benzo- 
condensed, aromatic 5- to 7-membered heterocycle containing up to 3 heteoatoms 
from the series of S, N and/or O, and/or in the form of a group according to the 
formula BORvmo, -SRvmi, -SO z Rvm2 or BNRvm 3 Rvu4i wherein 
5 Rvmoi Rvni and Rvm2 denote, independently from one another, an aryl 

containing 6 to 10 carbon atoms, which is in turn substituted with up to two identical 
or different substituents in the form of a phenyl, halogen or a straight-chain or 
branched alkyl containing up to 6 carbon atoms, 

Rvm3 and Rvm4 are Identical or different and have the meaning of Rvw and 
1 0 Rvm given above, or 

Rvw and/or Rvw denote a radical according to the formula 

<X>: " 

Rvu denotes a hydrogen or halogen, and 
R vw denotes a hydrogen, halogen, azido, trifluoromethyl, hydroxyl, 
1 5 trifluoromethoxy, a straight-chain or branched alkoxy or alkyl containing up to 6 
carbon atoms each, or a radical according to the formula 

-NRvM5RvM6i 

wherein 

Rvms and Rvue are identical or different and have the meaning of Rvw and 
20 Rvm given above, or 

Rvi.7 and R^ together form a radical according to the formula =0 or =NRvm 7 , 
wherein 

Rvn7 denotes a hydrogen or a straight-chain or branched alkyl, alkoxy or acyl 
containing up to 6 carbon atoms each, 
25 Lvi denotes a straight-chain or branched alkylene or alkenylene chain 

containing up to 8 carbon atoms each, which are optionally substituted with up to 
two hydroxyl groups, 

Tvi and Xvi are identical or different and denote a straight-chain or branched 
alkylene chain containing up to 8 carbon atoms, or 
30 Tvi or Xvi denotes a bond, 

Vvi denotes an oxygen or sulfur atom or an BNRvmb group, wherein 

Rvmb denotes a hydrogen or a straight-chain or branched alkyl containing up 
to 6 carbon atoms or a phenyl, 
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Evi denotes a cycloalkyl containing 3 to 8 carbon atoms, or a straight-chain or 
branched alkyl containing up to 8 carton atoms, which is optionally substituted with 
a cycloalkyl containing 3 to 8 carbon atoms or a hydroxyl, or a phenyl, which is 
optionally substituted with a halogen or trifluoromethyl, 

Rvm and Rvi-2 together form a straight-chain or branched alkylene chain 
containing up to 7 carbon atoms, which must be substituted with a carbonyl group 
and/or a radical according to the formula < 

i i 1,3 | | V 0R ™ or 1,2 | (CR^R^)* 



10 wherein 

a and b are identical or different and denote a number equaling 1 , 2 or 3, 
Rvmo denotes a hydrogen atom, a cycloalkyl containing 3 to 7 carbon atoms, 
a straight-chain or branched silylalkyl containing up to 8 carbon atoms, or a straight- 
chain or branched alkyl containing up to 8 carbon atoms, which is optionally 
1 5 substituted with a hydroxyl, a straight-chain or a branched alkoxy containing up to 6 
carbon atoms or a phenyl, which may in turn be substituted with a halogen, nitro, 
trifluoromethyl, trifluoromethoxy or phenyl or tetrazole-substituted phenyl, and an 
alkyl that is optionally substituted with a group according to the formula BORvm, 
wherein 

20 Rvi-22 denotes a straight-chain or branched acyl containing up to 4 carbon 

atoms or benzyl, or 

Rvm9 denotes a straight-chain or branched acyl containing up to 20 carbon 
atoms or benzoyl, which is optionally substituted with a halogen, trifluoromethyl, nitro 
or trifluoromethoxy, or a straight-chain or branched fluoroacyl containing up to 8 
25 carbon atoms, 

Rvmo and R^i are identical or different and denote a hydrogen, phenyl or a 
straight-chain or branched alkyl containing up to 6 carbon atoms, or 

Rvi-20 and Rvt-21 together form a 3- to 6-membered carbocyclic ring, and a the 
carbocyclic rings formed are optionally substituted, optionally also geminally, with up 
30 to six identical or different substituents in the form of trifluoromethyl, hydroxyl, nitrile, 
halogen, carboxyl, nitro, azido, cyano, cycloalkyl or cycloalkyloxy containing 3 to 7 
carbon atoms each, a straight-chain or branched alkoxycarbonyl, alkoxy or alkylthio 
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containing up to 6 carbon atoms each, or a straight-chain or branched alkyl 
containing up to 6 carbon atoms, which is in turn substituted with up to two identical 
or different substituents in the form of a hydroxyl, benzyloxy, trifluoromethyl, benzoyl, 
a straight-chain or branched alkoxy, oxyacyl or carboxyl containing up to 4 carbon 
5 atoms each and/or a phenyl, which may in turn be substituted with a halogen, 

trifluoromethyl or trifluoromethoxy, and/or the carbocyclic rings formed are optionally 
substituted, also geminally, with up to five identical or different substituents in the 
form of a phenyl, benzoyl, thiophenyl or sulfonylbenzyl, which in turn are optionally 
substituted with a halogen, trifluoromethyl, trifluoromethoxy or nitro, and/or optionally 
10 in the form of a radical according to the formula 

1,2 ^( CH 2)c\ • 
-SOrAHs, -(CO) d NRvi.23Rvi.24 or =0, 

wherein 

c is a number equaling 1 , 2, 3 or 4, 
15 d is a number equaling 0 or 1 , 

Rvi-23 and Rv^ are identical or different and denote a hydrogen, cycjoalkyl 
containing 3 to 6 carbon atoms, a straight-chain or branched alkyl containing up to 6 
carbon atoms, benzyl or phenyl, which is optionally substituted with up to two 
identical or different substituents in the form of halogen, trifluoromethyl, cyano, 
20 phenyl or nitro, and/or the carbocyclic rings formed are optionally substituted with a 
spiro-linked radical according to the formula 




wherein 

Wvi denotes either an oxygen atom or a sulfur atom, 
25 Yvi and Y=v, together form a 2- to 6-membered straight-chain or branched 

alkylene chain, 

e is a number equaling 1 , 2, 3, 4, 5, 6 or 7, 
f is a number equaling 1 or 2, 
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Rvi-26, Rvi-26i Rw-27. Rvi-28, Rvi-29, Rvwo and Rvwt are identical or different and 
denote a hydrogen, trifluoromethyl, phenyl, halogen or a straight-chain or branched 
alkyl or alkoxy containing up to 6 carbon atoms each, or 

Rw-25 and Rv^ or Rv^ and R^ each together denote a straight-chain or 
branched alkyl chain containing up to 6 carbon atoms or 

R\rt-2s and Rvj.26 or Ry^ and R^ each together form a radical according to 
the formula 

W V| — CH 2 



wherein 

10 Wvi has the meaning given above, 

g is a number equaling 1 , 2, 3, 4, 5, 6 or 7, 

Rvi-32 and Rv^» together form a 3- to 7-membered heterocycle, which 
contains an oxygen or sulfur atom or a group according to the formula SO, S0 2 or 
BNRvi^4, wherein 

15 Ryu* denotes a hydrogen atom, a phenyl, benzyl, or a straight-chain or 

branched alkyl containing up to 4 carbon atoms, and salts and N oxides thereof, with 
the exception of 5(6H)-quinolones, 3-benzoyI-7,8-dihydro-2,7,7-trimethyl-4-phenyl; 
(7) a substituted-pyridine having the Formula VII 




20 v,, "° "vm 

Formula VII 

or a pharmaceutical^ acceptable salt or tautomer thereof, 
wherein 

Rvu-2 and Rviw are independently selected from the group consisting of 
25 hydrogen, hydroxy, alkyl, fluorinated alkyl, fluorinated araikyl, chlorofluorinated alkyl, 
cycloalkyl, heterocydyl, aryl, heteroaryl, alkoxy, alkoxyalkyl, and alkoxycarbonyl; 
provided that at least one of Rv,^ and R^ is fluorinated alkyl, chlorofluorinated alkyl 
or alkoxyalkyl; 
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Rviw is selected from the group consisting of hydroxy, amido, arylcaibonyl, 
heteroarylcarbonyl, hydroxymethyl 

-cho; 

-C0 2 Rvii.7» wherein Rvn-7 is selected from the group consisting of hydrogen, alkyl and 
5 cyanoalkyl; and 



H 

wherein Rvinsa is selected from the group consisting of hydroxy, hydrogen, 
halogen, alkylthio, alkenylthio, alkynylthio, arylthio, heteroarylthio, heterocyclylthio, 
alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy and heterocyclyloxy, and 



haloalkenyl, alkynyl, haloalkynyl, aryl, heteroaryl, and heterocyclyl, arylalkoxy, 
trialkylsilyloxy; 

Rviw is selected from the group consisting of hydrogen, hydroxy, halogen, 
alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, haloalkyl, haloalkenyl, haloalkynyl, 

15 aryl, heteroaryl, heterocyclyl, cycloalkylalkyl, cycloalkenylalkyl, aralkyl, 

heteroarylalkyl, heterocyclylalkyl, tycloalkylalkenyl, cycloalkenylalkenyl, aralkenyl, 
hetereoarylalkenyl, heterocyclylalkenyl, alkoxy, alkenoxy, alkynoxy, aryloxy, 
heteroaryloxy, heterocyclyloxy, alkanoyloxy, alkenoyloxy, alkynoyloxy, aryloyloxy, 
heteroaroyloxy, heterocyclyloyloxy, alkoxycarbonyl, alkenoxycarbonyl, 

20 alkynoxycarbonyl, aryloxycarbonyl, heteroaryloxycarbonyl, heterocyclyloxycarbonyl, 
thio, alkylthio, alkenylthio, alkynylthio, arylthio, heteroarylthio, heterocyclylthio, 
cycloalkylthio, cycloalkenyfthio, alkylthioalkyl, alkenylthioalkyl, alkynylthioalkyl, 
arylthioalkyl, heteroarylthioalkyl, heterocyclylthioalkyl, alkylthioalkenyt, 



alkenylthioalkenyl, alkynylthioalkenyl, arylthioalkenyl, heteroarylthioalkenyl, 
25 heterocyclythioalkenyl, alkylamino, alkenylamino, alkynylamino, arylamino, 
heteroarylamino, heterocyclylamino, aryldialkylamino, diarylamino, 
diheteroarylamino, alkylarylamino, alkylheteroarylamino, arylheteroarylamino, 
trialkylsilyl, trialkenytsityl, triarylsilyl, 

-CO(0)N(Rv»^aRvMb). wherein Rvi Wa and Rvu*b are independently selected from the 
30 group consisting of alkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl, 
-S0 2 Rviw, wherein Rviw is selected from the group consisting of hydroxy, alkyl, 
alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl, -OP(0)(OR V n_ 1 oa) (OR V o-iob), 




j^VIMSa 
9 "viH 6a 



10 



Rvim&i is selected from the group consisting of alkyl, haloalkyl, alkenyl, 
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wherein RviMoaan ( d RviMob are independently selected from the group consisting of 
hydrogen, hydroxy, alkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocydyl, and - 
OP(S) (ORvw-na) (ORvinib). wherein Rvti-na and Rvimb are independently selected 
from the group consisting of alkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocydyl; 

5 Rviw is selected from the group consisting of hydrogen, hydroxy, halogen, 

alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, haloalkyl, haloalkenyl, haloalkynyf, 
aryl, heteroaryl, heterocydyl, alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy, 
heterocydyloxy, alkylcarbonyloxyalkyl, alkenylcarbonyloxyalkyl, 
alkynylcarbonyloxyalkyl, arylcaribonyloxyalkyl, heteroarylcartoonyloxyalkyl, 

10 heterocyclylcarbonyloxyalkyl, cycloalkylalkyl, cydoalkenylalkyl, aralkyl, 

heteroarylalkyl, heterocydylalkyl, cydoalkylalkenyl, cycloalkenylalkenyl, aralkenyl, 
heteroarylalkenyl, heterocydylalkenyl, alkylthioalkyl, cydoalkylthioalkyl, 
alkenylthioalkyl, alkynylthioalkyl, arylthioalkyl, heteroarylthioalkyl, 
heterocyclylthioalkyl, alkylthioalkenyl, alkenylthioalkenyl, alkynylthioalkenyl, 

15 arylthioalkenyl, heteroarylthioalkenyl, heterocydylthioalkenyl, alkoxyalkyl, 

alkenoxyalkyl, alkynoxylalkyl, aryloxyalkyl, heteroaryloxyalkyl, heterocyclyloxyalkyl, 
alkoxyalkenyl, alkenoxyalkenyl, alkynoxyalkenyl, aryloxyalkenyl, 
heteroaryloxyalkenyl, heterocydyloxyalkenyl, cyano, hydroxymethyl, -C0 2 Rvim4, 
wherein R V im4 is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 

20 heteroaryl and heterocydyl; 

j^VIM5b 

H 

wherein Rvineb is seleded from the group consisting of hydroxy, hydrogen, 
halogen, alkylthio, alkenylthio, alkynylthio, arylthio, heteroarylthio, heterocyclylthio, 
alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy, heterocydyloxy, aroyloxy, and 
25 alkylsulfonyloxy, and 

Rv«-i6b is selected form the group consisting of alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, heterocydyl, arylalkoxy, and trialkylsilyloxy; 

-CH 2 -S-C-N X 
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wherein Rvn-17 and Ryins are independently selected from the group 

consisting of alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl; 

O 
II 

" C - R V I!-19 

I 

wherein Rviuo is selected from the group consisting of alkyl, cycloalkyl, 
5 alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, -SRv»-2o, -ORvti-21. and BRv,^C0 2 Rv«. 
23, wherein 

R V(I _2o is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, heterocyclyl, aminoalkyl, aminoalkenyl, aminoalkynyl, aminoaryl, 
aminoheteroaryl, aminoheterocyclyl, alkylheteroarylamino, arylheteroaryiamino, 
10 Rvi W1 is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 

heteroaryl, and heterocyclyl, 

Rvii-22 is selected from the group consisting of alkylene or arylene, and 
Rvii^a is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, and heterocyclyl; 

O 
II 

15 -C-NH-Rv,^ 

wherein Rya-24 is selected from the group consisting of hydrogen, alkyl, 
cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, aralkyl, aralkenyl, and 
aralkynyl; ; 

C =N 

- C ^^25 

20 wherein Rviws is heterocyclylidenyl; 

/ 



^11-26 



-CH 2 -N 

\ 

wherein Rvii-ze and Rvn-27 are independently selected from the group 
consisting of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and 
heterocyclyl; 
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10 



C-NH 2 



II H 

C - C - NH 2 



CH, - S - C - N 

2 \ 

^VII-29 



wherein Rvn-a and Rvn-a are independently selected from the group 
consisting of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and 
heterocydyl; 

n 

- C f-RVM0 

wherein Rv«^o and Rviwi are independently alkoxy, alkenoxy, alkynoxy, 
aryloxy, heteroaryloxy, and heterocyclyloxy; and 

wherein R v ^ 2 and Rvn-33 are independently selected from the group 
consisting of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and 
heterocyclyl; 

-C = N-OH 

C = C - SI (R v , 1^)3 

15 wherein Rvikjq is selected from the group consisting of alkyl, alkenyl, aryl, 

heteroaryl and heterocyclyl; 
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^VII-37 

N 

\ 

wherein R vlW7 and Rviws are independently selected from the group 
consisting of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and 
heterocydyl; 

-N = C 

\ 

wherein R v ^ is selected from the group consisting of hydrogen, alkoxy. 
alkenoxy, alkynoxy, aryloxy, heteroaryloxy, heterocyclyloxy, alkylthio, alkenylthio, 
alkynylthio, arylthio, heteroarylthio and heterocyclylthio, and 

Rvimo is selected from the group consisting of haloalkyl, haloalkenyl, 
10 haloalkynyl, haloaryl, haloheteroaryl, haloheterocydyl, cydoalkyl, cycloalkenyl, 

heterocyclylalkoxy, heterocyclylalkenoxy, heterocyclylalkynoxy, alkylthio, alkenylthio, 
alkynylthio, arylthio, heteroarylthio and heterocyclylthio; 

-N=R V u-4i» 
wherein R V mi is heterocydylidenyl; 

?' 

15 ". NR VIM2 -C " Rvii-43 

wherein Rvu^ is selected from the group consisting of hydrogen, alkyl, 

alkenyl, alkynyl, aryl, heteroaryl, and heterocydyl, and 

RviM3 is selected from the group consisting of hydrogen, alkyl, alkenyl, 

alkynyl, aryl, heteroaryl, heterocydyl, cycloalkyl, cydoalkenyl, haloalkyl, haloalkenyl, 

20 haloalkynyl, haloaryl, haloheteroaryl, and haloheterocydyl; 

O 
II 

-NH-C-NH-R^ 

wherein Rvim4 is selected from the group consisting of hydrogen, alkyl. cydoalkyl, 
alkenyl, alkynyl, aryl, heteroaryl and heterocydyl; 

- N = S = O; 

25 -N = C = S; 
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-N = C = 0; 
-N 3 ; 

- SRviM5 

wherein Rviws is selected from the group consisting of hydrogen, alkyl, 
5 alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, haloalkyl, haloalkenyl, haloaikynyl, 
haloaryl, haloheteroaryl, haloheterocyclyl, heterocyclyl, cycloalkylalkyl, 
cycloalkenylalkyl, aralkyl, heteroarylalkyl, heterocydylalkyl, cycloalkylalkenyl, 
cycloalkenylalkenyl, aralkenyl, hetenoarylalkenyl, heterocyclylalkenyl, alkylthioaikyl, 
alkenyithioalkyl, alkynylthioalkyl, aryithioalkyl,heteroarylthioalkyl, 
10 heterocyclylthioalky!, alkylthioalkenyl, alkenyithioalkenyl, alkynylthioalkenyl, 

arylthioalkenyl, heteroarylthioalkenyl, heterocydylthioalkenyl, aminocarbonylalkyl, 
aminocarbonylalkenyl, aminocarbonylalkynyl, aminocarbonylaryl, 
aminocarbonylheteroaryl, and aminocarbonylheterocyclyl, 

-SRviwe, and -CH 2 Rviu7. 
15 wherein Rviue is selected from the group consisting of alkyl, alkenyl, alkynyl, 

aryl, heteroaryl and heterocyclyl, and 

Rviu7 is selected from the group consisting of hydrogen, alkyl, alkenyl, 
alkynyl, aryl, heteroaryl and heterocyclyl; and 

-S-CH 

\ 

^VIM9 

t 

20 wherein R V mi» is selected from the group consisting of hydrogen, alkyl, 

cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl, and 

Rviws is selected from the group consisting of alkoxy, alkenoxy, alkynoxy, 
aryloxy, heteroaryloxy, heterocyclyloxy, haloalkyl. haloalkenyl, haloaikynyl, haloaryl, 
haloheteroaryl and haloheterocyclyl; 

t 

25 - S - C - R vu ^o ^ 

wherein Rvh-so is selected from the group consisting of hydrogen, alkyl, 
cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, alkoxy, alkenoxy, alkynoxy, 
aryloxy, heteroaryloxy and heterocyclyloxy; 
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O 
II 

» 

wherein Rvtu>i is selected from the group consisting of alkyl, alkenyl, alkynyl, 
aryl, heteroaryl, heterocyclyl, haloalkyl, haloalkenyl, haloalkynyl, haloaryl, 
haloheteroaryl and haloheterocydyl; and 

O 

II 

o 



wherein Rvn-53 is selected from the group consisting of alkyl, alkenyl, alkynyl, 
aryl, heteroaryl and heterocyclyl; 

provided that when Rvn-s is selected from the group consisting of 
heterocyclylalkyl and heterocyclylalkenyl, the heterocyclyl radical of the 
10 corresponding heterocyclylalkyl or heterocyclylalkenyl is other than 8-lactone; and 
provided that when R V iw is aryl, heteroaryl or heterocyclyl, and one of Rvu_ 2 
and Rviw is trifiuoromethyl, then the other of Rvi« and Rvii-e is difluoromethyl; 
(8) a substituted pyridine having the Formula VIII 

^viii 




Formula VIII 

15 or a pharmaceutical^ acceptable salt, enantiomer, or stereoisomer thereof, 
in which 

Avih stands for aryl with 6 to 10 carbon atoms, which is optionally substituted 
up to 3 times in an identical manner or differently by halogen, hydroxy, 
trifiuoromethyl, trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or 
20 alkoxy with up to 7 carbon atoms each, or by a group of the formula 

-NRvnnRviH.2, wherein 
Rvan and Rvm. 2 are identical or different and denote hydrogen, phenyl, or 
straight-chain or branched alkyl with up to 6 carbon atoms, 
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Dviu stands for straight-chain or branched alkyl with up to 8 carbon atoms, 
which is substituted by hydroxy, 

Evni and Uui are either identical or different and stand for straight-chain or 
branched alkyl with up to 8 carbon atoms, which is optionally substituted by 
5 cycloalkyl with 3 to 8 carbon atoms, or stands for cycloalkyl with 3 to 8 carbon 
atoms, or 

Evui has the above-mentioned meaning and 

LvM in this case stands for aryl with 6 to 10 carton atoms, which is optionally 
substituted up to 3 times in an identical manner or differently by halogen, hydroxy, 
10 trifluoromethyl, trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or 
alkoxy with up to 7 carbon atoms each, or by a group of the formula 

-NRvhwRvim. wherein 
Rviiw and Rwu are Identical or different and have the meaning given above 
for Rviin> and Rviu-2i or 

15 Eviu stands for straight-chain or branched alkyl with up to 8 carbon atoms, or 

stands for aryl with 6 to 10 carbon atoms, which is optionally substituted up to 3 
times In an Identical manner or differently by halogen, hydroxy, trifluoromethyl, 
trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or alkoxy with up to 7 
carbon atoms each, or by a group of the formula 

20 -NRviiujRvuwj, wherein 

Rvtii^ and Rvn W are identical or different and have the meaning given above 
for Rvum and Rvui-2, and 

Lyiii in this case stands for straight-chain or branched alkoxy with up to 8 
carbon atoms or for cycloalkyloxy with 3 to 8 carbon atoms, 

25 Tvm stands for a radical of the formula 

Rvm-T-Xvm- or 

Rvm-7 and Rvi IW are identical or different and denote cycloalkyl with 3 to 8 
carbon atoms, or aryl with 6 to 10 carbon atoms, or denote a 5- to 7-member 
aromatic, optionally benzo-condensed, heterocyclic compound with up to 3 
30 heteroatoms from the series S, N and/or O, which are optionally substituted up to 3 
times in an identical manner or differently by trifluoromethyl, trifluoromethoxy, 
halogen, hydroxy, carboxyl, by straight-chain or branched alkyl, acyl, alkoxy, or 
alkoxycarbonyl with up to 6 carbon atoms each, or by phenyl, phenoxy, or 
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thiophenyl, which can in turn be substituted by halogen, trifluoromethyl, or 
trifluoromethoxy, and/or the rings are substituted by a group of the formula 

-NRvi!miRvhm2, wherein 
Rvw-11 and Rvm-12 are identical or different and have the meaning given above 
5 for Rviih and Rvtu-a 

Xvni denotes a straight or branched alkyl chain or alkenyl chain with 2 to 10 
carbon atoms each, which are optionally substituted up to 2 times by hydroxy, 
Rvnw denotes hydrogen, and 

Rvid-io denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy, mercapto, 
10 trifluoromethoxy, straight-chain or branched alkoxy with up to 5 carbon atoms, or a 
radical of the formula 

-NRvhm3Rviim4. wherein 
Rv»n3 and Rv«M4 are identical or different and have the meaning given above 
for Rvhm and Rvhwi or 
1 5 Rvjimj and Rvhmo form a carbonyl group together with the carbon atom; 
(9) a substituted 1 ,2,4-triazole having the Formula IX 

N-N 

R -O-R 

R lX-2 



Formula IX 

or a pharmaceutical acceptable salt or tautomer thereof; 

wherein R K . 1 is selected from higher alkyl, higher alkenyl, higher alkynyl, aryl, 
20 aralkyl, aryloxyalkyl, alkoxyalkyl, alkylthioalkyl, arylthioalkyl, and cycloalkylalkyl; 

wherein R^ is selected from aryl, heteroaryl, cycloalkyl, and cycloalkenyl, 
wherein 

Roc^ is optionally substituted at a substitutable position with one or more radicals 
independently selected from alkyl, haloalkyl, alkylthio, alkylsulfinyl, alkylsulfonyl, 
25 alkoxy, halo, aryloxy, aralkytoxy, aryl, aralkyl, aminosulfonyl, amino, monoalkylamino 
and dialkylamino; and 

wherein R^ is selected from hydrido, -SH and halo; 
provided cannot be phenyl or 4-methylphenyl when Rix-i is higher alkyl and 
when R^ is BSH; 
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(10) a hetero-tetrahydroquinoline having the Formula X 




Formula X 

or a pharmaceutical^ acceptable salt, enantiomer, or stereoisomer or N-oxide of 
said compound; 
5 in which 

A x represents cycloalkyl with 3 to 8 carbon atoms or a 5 to 7-membered, 
saturated, partially saturated or unsaturated, optionally benzo-condensed 
heterocyclic ring containing up to 3 heteroatoms from the series comprising S, N 
and/or O, that in case of a saturated heterocyclic ring is bonded to a nitrogen 

10 function, optionally bridged over it, and in which the aromatic systems mentioned 
above are optionally substituted up to 5-times in an identical or different substituents 
in the form of halogen, nitro, hydroxy, trifluoromethyl, trifluoromethoxy or by a 
straight-chain or branched alkyl, acyl, hydroxyalkyl or alkoxy each having up to 7 
carbon atoms or by a group of the formula BNRx^Rx^, 

15 in which 

Rxa and R** are identical or different and denote hydrogen, phenyl or 
straight-chain or branched alkyl having up to 6 carbon atoms, 
or 

A x represents a radical of the formula 



20 




\ 
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D x represents an aryl having 6 to 10 carbon atoms, that is optionally 
substituted by phenyl, nitro, halogen, trifluormethyl or trifluormethoxy, or it 
represents a radical of the formula 




5 in which 

Rx^5. R*« and R*$ independently of one another denote cydoalkyl having 3 to 
6 carbon atoms, or an aryl having 6 to 10 carbon atoms or a 5- to 7-membered 
aromatic, optionally benzo-condensed saturated or unsaturated, mono-, bi-, or 
tricyclic heterocyclic ring from the series consisting of S, N and/or O, in which the 

10 rings are substituted, optionally, in case of the nitrogen containing aromatic rings via 
the N function, with up to 5 identical or different substituents in the form of halogen, 
trifluoromethyl, nitro, hydroxy, cyano, carbonyl, trifluoromethoxy, straight straight- 
chain or branched acyl, alkyl, alkylthio, alkylalkoxy, alkoxy, or alkoxycarbonyl each 
having up to 6 carbon atoms, by aryi or trifluoromethyl-substituted aryl each having 6 

15 to 10 carton atoms or by an, optionally benzo-condensed, aromatic 5- to 7- 

membered heterocyclic ring having up to 3 heteroatoms from the series consisting of 
S, N, and/or O, and/or substituted by a group of the formula BOR x _ 10 , -SRx-n, S0 2 Rx- 
12 or BNRx. 13 R x .i4 , 
in which 

20 Rx-ioi Rx-n and Rx.12 independently from each other denote aryl having 6 to 

10 carbon atoms, which is in turn substituted with up to 2 identical or different 
substituents in the form of phenyl, halogen or a straight-chain or branched alkyl 
having up to 6 carbon atoms, 



! 
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Rx-13 and Rx-i 4 are identical or different and have the meaning of Rxa and Rx-4 
indicated above, 
or 

Rx-s and/or R M denote a radical of the formula 

5 or 

v 

R x _ 7 denotes hydrogen or halogen, and 
R*a denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy, 
trifluoramethoxy, straight-chain or branched alkoxy or alkyl having up to 6 carbon 
1 0 atoms or a radical of the formula 

BNRx-isRx-ief 
in which 

Rx.15 and R X -ie are identical or different and have the meaning of R M and R M 
indicated above, 
15 or 

R X -7 and R^ together form a radical of the formula =0 or =NR X . 17( 
in which 

R X -17 denotes hydrogen or straight chain or branched alkyl, alkoxy or acyl 
having up to 6 carbon atoms, 
20 L x denotes a straight chain or branched alkylene or alkenylene chain having 

up to 8 carbon atoms, that are optionally substituted with up to 2 hydroxy groups, 

T x and X x are identical or different and denote a straight chain or branched 
alkylene chain with up to 8 carbon atones 
or 

25 T x or X x denotes a bond, 

V x represents an oxygen or sulfur atom or an BNR X -ie-group, in which 
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R X -18 denotes hydrogen or straight chain or branched alkyl with up to 6 carbon 
atoms or phenyl, 

E x represents cycloalkyl with 3 to 8 carbon atoms, or straight chain or branched 
alkyl with up to 8 carbon atoms, that is optionally substituted by cycloalkyl with 3 to 8 
carbon atoms or hydroxy, or represents a phenyl, that is optionally substituted by 
halogen or trifluoromethyl, 

Rx-i and R x -2 together form a straight-chain or branched alkylene chain with up to 
7 carbon atoms, that must be substituted by carbonyl group and/or by a radical with the 
formula 



in which a and b are identical or different and denote a number equaling 1 ,2, or 3, 

Rx.19 denotes hydrogen, cycloalkyl with 3 up to 7 carbon atoms, straight chain or 
branched silylalkyl with up to 8 carbon atoms or straight chain or branched alkyl with up 
to 8 carbon atoms, that are optionally substituted by hydroxyl, straight chain or branched 
alkoxy with up to 6 carbon atoms or by phenyl, which in turn might be substituted by 
halogen, nitro, trifiuormethyl, trifluoromethoxy or by phenyl or by tetrazole-substituted 
phenyl, and alkyl, optionally be substituted by a group with the formula BORx-22, 
in which 

Rx-22 denotes a straight chain or branched acyl with up to 4 carbon atoms or 

benzyl, 
or 

R x . 19 denotes straight chain or branched acyl with up to 20 carbon atoms or 
benzoyl , that is optionally substituted by halogen , trifluoromethyl, nitro or 
trifluoromethoxy, or it denotes straight chain or branched fluoroacyl with up to 8 carbon 
atoms and 9 fluorine atoms, 

Rx^o and Rx-21 are identical or different and denote hydrogen, phenyl or straight 
chain or branched alkyl with up to 6 carbon atoms, 
or 

Rxso and R*^ together form a 3- to 6- membered carbocyclic ring, and the 
carbocydic rings formed are optionally substituted, optionally also geminally, with up to 
six identical or different substituents in the form of triflouromethyl, hydroxy, nitrile, 
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halogen, carboxyl, nitro, azido, cyano, cycloalkyl or cydoalkyloxy with 3 to 7 carbon 
atoms each, by straight chain or branched alkoxycarbonyl, alkoxy or alkylthio with up to 
6 carbon atoms each or by straight chain or branched alkyl with up to 6 carbon atoms, 
which in turn is substituted with up to 2 identically or differently by hydroxyl, benzyloxy, 
trifluoromethyl, benzoyl, straight chain or branched alkoxy, oxyacyf or carbonyl with up to 
4 carbon atoms each and/or phenyl, which may in turn be substituted with a halogen, 
trifuoromethyl or trifluoromethoxy, and/or the formed carbocyclic rings are optionally 
substituted, also geminally, with up to 5 identical or different substituents in the form of 
phenyl, benzoyl, thiophenyl or sutfonylbenzyl, which in turn are optionally substituted by 
halogen, trifluoromethyl, trifluoromethoxy or nitro, and/or optionally are substituted by a 
radical with the formula 



in which 

c denotes a number equaling 1 , 2, 3, or 4, 
d denotes a number equaling 0 or 1 , 

Rx-23 and R x _ 2 4 are identical or different and denote hydrogen, cycloalkyl with 3 to 
6 carbon atoms, straight chain or branched alkyl with up to 6 carbon atoms, benzyl or 
phenyl, that is optionally substituted with up to 2 identically or differently by halogen, 
trifluoromethyl, cyano, phenyl or nitro, and/or the formed carbocyclic rings are 
substituted optionally by a spiro-linked radical with the formula 



W x denotes either an oxygen or a sulfur atom 

Y x and V x together form a 2 to 6 membered straight chain or branched alkylene 

chain, 

e denotes a number equaling 1 , 2, 3, 4, 5, 6, or 7, 
f denotes a number equaling 1 or 2, ( 



1,2 ^WvJ 



-S0 2 -C 6 H 5 , -(CO) d NR X -23Rx-24 or =0, 




in which 
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Rx-25, Rx-26. Rx-27 , Rx*8. Rx-29. R*3o and Rxai are identical or different and denote 
hydrogen, trifluoromethyl, phenyl, halogen or straight chain or branched alkyl or alkoxy 
with up to 6 carbon atoms each, 
or 

R X -25 and or R X - 2 7 and R x . 28 respectively form together a straight chain or 
branched alkyl chain with up to 6 carbon atoms, 
or 

Rx*5 and Rx-26 or R x . 27 and R x .2a each together form a radical with the formula 

W x — CH 2 

W x — (CH 2 ) g 

in which 

W x has the meaning given above, 
g denotes a number equaling 1 , 2, 3, 4, 5, 6, or 7, 

R x <j 2 and R x ^3 form together a 3- to 7- membered heterocycle, which contains an 
oxygen or sulfur atom or a group with the formula SO, S0 2 or- NR*^, 
in which 

Rx^t denotes hydrogen, phenyl, benzyl or straight or branched alkyl with up to 4 
carbon atoms; 

(11) a substituted tetrahydro naphthaline or an analogous compound having the 
Formula XI 



^xi 

D XI V >^\/ R XM 



E AA R 

C XI K XK2 



Formula XI 

or a stereoisomer, stereoisomers mixture, or salt thereof, in which 

A* stands for cycloalkyl with 3 to 8 carbon atoms, or stands for aryl with 6 to 1 0 
carbon atoms, or stands for a 5- to 7-membered, saturated, partially unsaturated or 
unsaturated, possibly benzocondensated, heterocycle with up to 4 heteroatoms from the 
series S, N and/or O, where aryl and the heterocyclic ring systems mentioned above are 
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substituted up to 5-fold, identical or different, by cyano, halogen, nitro, carboxyl, 
hydroxy, trifluoromethyl, trifluoro- methoxy, or by straight-chain or branched alkyl, acyl, 
hydroxyalkyl, alkylthio, alkoxycarbonyl, oxyalkoxycarbonyl or alkoxy each with up to 7 
carbon atoms, or by a group of the formula 
-NRxwRxui 
in which 

Rxw and Rxm are identical or different and denote hydrogen, phenyl, or straight- 
chain or branched alkyl with up to 6 carbon atoms 
Dxi stands for a radical of the formula 

■ 

in which 

Rxj-s. Rxw and Rxmj, independent of each other, denote cydoalkyl with 3 to 6 
carbon atoms, or denote aryl with 6 to 10 carbon atoms, or denote a 5- to 7-membered, 
possibly benzocondensated, saturated or unsaturated, mono-, bi- or tricyclic heterocycle 
with up to 4 heteroatoms of the series S, N and/or O, where the cycles are possibly 
substitutedCin the case of the nitrogen-containing rings also via the N-functonCup to 5- 
fold, identical or different, by halogen, trifluoromethyl. nitro, hydroxy, cyano, carboxyl, 
trifluoromethoxy, straight-chain or branched acyl, alkyl, alkylthio, alkylalkoxy, alkoxy or 
alkoxycarbonyl with up to 6 carbon atoms each, by aryl or trifluoromethyl substituted aryl 
with 6 to 10 carbon atoms each, or by a possibly benzocondensated aromatic 5- to 7- 
membered heterocycle with up to 3 heteroatoms of the series S, N and/or O, and/or are 
substituted by a group of the formula 

"ORxMO. -SRxm! , -SO2RXH2 Of -NRK-13RXM4. 

in which 

Rxmoi Rxm and Rx-121 independent of each other, denote aryl with 6 to 10 carbon 
atoms, which itself is substituted up to 2-fold, identical or different, by phenyl, halogen. 
- or by straight-chain or branched alkyl with up to 6 carbon atoms, 

R*M3 and Rxm 4 are identical or different and have the meaning given above for 
Rxw and Rxm. 
or 

Rxvs and/or R^ denote a radical of the formula 



\ 
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-00<: " 

Rxu denotes hydrogen, halogen or methyl, 

and 

Rxkb denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy, 
trifluoromethoxy, straight-chain or branched alkoxy or alkyl with up to 6 carbon atoms 
each, or a radical of the formula -NRxhsRxms, 
in which 

Rxms and Rxm 6 a re identical or different and have the meaning given above for 
Rxm and Rxw, 
or 

Rxi-7 and Rxw together form a radical of the formula =0 or =NRxn 7 , in which 

Rxn7 denotes hydrogen or straight-chain or branched alkyl, alkoxy or acyl with up 
to 6 carbon atoms each, 

L» denotes a straight-chain or branched alkylene- or alkenylene chain with up to 
8 carbon atoms each, which is possibly substituted up to 2-fold by hydroxy, 

Txi and Xxi are identical or different and denote a straight-chain or branched 
alkylene chain with up to 8 carbon atoms, 
or 

Txi and Xxi denotes a bond, 

Vxi stands for an oxygen- or sulfur atom or for an -NRxhs group, 
in which 

Rxm8 denotes hydrogen or straight-chain or branched alkyl with up to 6 carbon 
atoms, or phenyl, 

Exj stands for cydoalkyl with 3 to 8 carbon atoms, or stands for straight-chain or 
branched alkyl with up to 8 barton atoms, which is possibly substituted by cydoalkyl 
with 3 to 8 carbon atoms or hydroxy, or stands for phenyl, which is possibly substituted 
by halogen or trifluoromethyl, 

Rxm and R^ together form a straight-chain or branched alkylene chain with up 
to 7 carbon atoms, which must be substituted by a carbonyl group and/or by a radical of 
the formula 
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(CH 2 ) a — CH 2 ? H 

A^J, t « pf V _ ~ 0R - or « fNaW^ 

in which 

a and b are identical or different and denote a number 1 , 2 or 3 
RxMg denotes hydrogen, cycloalkyl with 3 to 7 carbon atoms, straight-chain or 
branched silyialky! with up to 8 carbon atoms, or straight-chain or branched alkyl with up 
to 8 carbon atoms, which is possibly substituted by hydroxy, straight-chain or branched 
alkoxy with up to 6 carbon atoms, or by phenyl, which itself can be substituted by 
halogen, nitro, trifluoromethyl, trifluonomethoxy or by phenyl substituted by phenyl or 
tetrazol, and alkyl is possibly substituted by a group of the formula -ORx^. 
in which 

Rx-22 denotes straight-chain or branched acyl with up to 4 carton atoms, or 

benzyl, 
or 

Rxm9 denotes straight-chain or branched acyl with up to 20 carbon atoms or 
benzoyl, which is possibly substituted by halogen, trifluoromethyl, nitro or 
trifluonomethoxy, or denotes straight-chain or branched fluoroacyl with up to 8 carbon 
atoms and 9 fluorine atoms, 

Rxi-2d and Rxi.2i are identical or different, denoting hydrogen, phenyl or straight- 
chain or branched alkyl with up to 6 carbon atoms, 
or 

Rx«o and R^ together form a 3- to 6-membered carbocycle, and, possibly also 
geminally, the alkylene chain formed by Rxm and R^. is possibly substituted up to 6- 
fokCldentical or different, by trifluoromethyl, hydroxy, nitrile, halogen, carboxyl, nitro, 
azido, cyano, cycloalkyl or cycloalkyloxy with 3 to 7 carbon atoms each, by straight- 
chain or branched alkoxycarbonyl, alkoxy or alkoxythio with up to 6 carbon atoms each, 
or by straight- chain or branched alkyl with up to 6 carbon atoms, which itself is 
substituted up to 2-fold, identical or different, by hydroxyl, benzyloxy, trifluoromethyl, 
benzoyl, straight-chain or branched alkoxy, oxyacyl or carboxyl with up to 4 carbon 
atoms each, and/or phenyl- which itself can be substituted by halogen, trifluoromethyl or 
trifluoromethoxy, and/or the alkylene chain formed by Rxm and R^ is substituted, also 
geminally, possibly up to 5-fold, identical or different, by phenyl, benzoyl, thiophenyl or 



t 
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sulfobenzyl -which themselves are possibly substituted by halogen, trifluoromethyl, 
trifluoromethoxy or nitro, and/or the alkylene chain formed by Rxm and Is possibly 
substituted by a radical of the formula 

-SOjtCbHs, -(COJdNIW^M or =0, 

in which 

c denotes a number 1 , 2, 3 or 4, 
d denotes a number 0 or 1 , 

Rm-23 and Rxi-24 are identical or different and denote hydrogen, cycloalkyl with 3 
to 6 carbon atoms, straight-chain or branched alkyl with up to 6 carbon atoms, benzyl or 
phenyl, which is possibly substituted up to 2-fold, identical or different, by halogen, 
trifluoromethyl, cyano, phenyl or nitro, and/or the alkylene chain formed by R^ and R^ 
is possibly substituted by a spiro-jointed radical of the formula 

' HCiW^ , W or ^ 

in which 

Wxi denotes either an oxygen or a sulfur atom, 

Yxi and together form a 2- to 6-membered straight-chain or branched 
alkylene chain, 

e is a number 1, 2, 3, 4, 5, 6 or 7, 

f denotes a number I or 2, ' 

Rxi-25t Rx«6t Rxi-27i Rx»-28. Rxk29, Rxwo and R^i are identical or different and 
denote hydrogen, trifluoromethyl, phenyl, halogen, or straight-chain or branched alkyl or 
alkoxy with up to 6 carbon atoms each, 
or 

Rxj-25 and Rxj.26 or Rxwr and R^ together form a straight-chain or branched 
alkyl chain with up to 6 carbon atoms, 
or 

Rxi-25 and Rxk2s or Ry^r and R*^ together form a radical of the formula 
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W, 



XI 



W (CH 2 ) g 



in which 



Wxi has the meaning given above, 
g is a number 1, 2, 3, 4, 5, 6 or 7, 

Rxw2 and Rxra together form a 3- to 7-membered heterocycle that contains an 
oxygen- or sulfur atom or a group of the formula SO, S0 2 or -NR^, 
4n which 

Rxkw denotes hydrogen, phenyl, benzyl, or straight-chain or branched alkyl with up to 4 
carbon atoms; 

(12) a 2-aryl-substituted pyridine having the Formula (XII) 



or pharmaceutical^ acceptable salts, enantiomers, or stereoisomers of said 

compounds, 

in which 

Axii and Exu are identical or different and stand for aryl with 6 to 10 carbon atoms 
which is possibly substituted, up to 5-fold identical or different, by halogen, hydroxy, 
trifluoromethyl, trifluoromethoxy, nitro or by straight-chain or branched alkyl, acyl, 
hydroxy alkyl or alkoxy with up to 7 carbon atoms each, or by a group of the formula - 

NRxfl-iRxiWf 
where 

Rxim and Rxiw are identical or different and are meant to be hydrogen, phenyl or 
straight-chain or branched alkyl with up to 6 carbon atoms, 

Dxd stands for straight-chain or branched alkyl with up to 8 carbon atoms, which 
is substituted by hydroxy, 




Formula XII 



WO 03/000295 



PCT/IB02/01571 



-195- 

Lxii stands for cycloalkyt with 3 to 8 carbon atoms or for straight-chain or 
branched alkyl with up to 8 carbon atoms, which is possibly substituted by cycloalkyl 
with 3 to 8 carbon atoms, or by hydroxy, 

stands for a radical of the formula Rxiw-Xxir or 

R XlM 

i 

where 

Rxii-3 and Rxm are identical or different and are meant to be cycloalkyl with 3 to 8 
carbon atoms, or aryl with 6 to 10 carbon atoms, or a 5- to 7-membered aromatic, 
possibly benzocondensated heterocycle with up to 3 heteroatoms from the series S, N 
and/or O, which are possibly substituted, up to 3-fold identical or different, by 
trifluoromethyl, trifluoromethoxy, halogen, hydroxy, carboxyl, nitro, by straight-chain or 
branched alkyl, acyl, alkoxy or alkoxycarbonyl with up to 6 carbon atoms each, or by 
phenyl, phenoxy or phenylthio which in turn can be substituted by halogen, 
trifluoromethyl or trifluoromethoxy, and/or where the cycles are possibly substituted by a 
group of the formula -NRxh-tRxh-s. 
where 

Rxw and R^ are identical or different and have the meaning of R^ and R^ 
given above, 

Xxn is a straight-chain or branched alkyl or alkenyl with 2 to 10 carbon atoms 
each, possibly substituted up to 2-fold by hydroxy or halogen, 
Rxii-s stands for hydrogen, 

and 

Rxiw means to be hydrogen, halogen, mercapto, azido, trifluoromethyl, hydroxy, 
trifluoromethoxy, straight-chain or branched alkoxy with up to 5 carbon atoms, or a 
radical of the formula BNRximjRximo, 
where 

Rxjw and Rx^o are identical or different and have the meaning of R^ and 
given above, 
or 

Rxiw and Rxi«, together with the carbon atom, form a carbonyl group; or 
(13) a compound having the Formula (XIII) 
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k Xlll-3 



Formula XIII 

or a pharmaceutical^ acceptable salt, enantiomer, stereoisomer, hydrate, or solvate of 
said compounds, in which 

Rxiii is a straight chain or branched C^o alkyl; straight chain or branched C^o 
alkenyl; halogenated lower alkyl; C^o cycloalkyl that may be substituted; C M 
cycloalkenyl that may be substituted; Cwo cyctoalkyl C^ Q alkyl that may be substituted; 
aryl that may be substituted; aralkyl that may be substituted; or a 5- or 6-membered 
heterocyclic group having 1 to 3 nitrogen atoms, oxygen atoms or sulfur atoms that may 
be substituted, 

Xxm-n Xxii^t Xxjim, Xxiim may be the same or different and are a hydrogen atom; 
halogen atom; lower alkyl; halogenated lower alkyl; lower alkoxy; cyano 
group; nitro group; acyl; or aryl, respectively; 

Yxm is -CO; or BSO r ; and 

Zxin is a hydrogen atom; or mercapto protective group. 



9. A composition as defined in claim 8, wherein said CETP inhibitor is selected 
from: 

[2R.4S] 4-[(3 f 5Kfichloro-benz^^ 

dihydro-2H-quinofine-1 -cartDoxylic acid ethyl ester, 

[2ft4S] 44(3,5Kilnitro-ben 

dihydro-2H-<iuinoline-1-carboxylic acid ethyl ester; 

[2R,4S] 4-[(2,6Hlichlor<>py^ 

methyl-3,4-dihydro-2H-quinoline-1 -carboxylic add ethyl esten 

\ 
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PR^S^I^S-bis-trifluoromethyl-be^ 

methyl-S^ihydro-^-quinoline-l -carboxylic acid ethyl ester, 

[2R,4S]4~[(3,5-bis-trifluoromethyl-be^ 

3,4-dihydro2H-quinoline-1 -carboxylic acid ethyl ester; 

[2R,4S] 4-[(3,5-bis-trifiuorome%^ 

3 t 4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester, 

[2R.4S] 4-[(3 f 5-bis-trifluorome 

methyl-S^ihydro-^-quinoline-l -carboxylic acid isopropyl ester; 

[2R,4S] 4-[(3 I 5-bis-trifluorometa^ 

methyl-S^ihydro-^-quinoline-l -carboxylic add ethyl ester; 

[2R.4S] 4-[(3 > 5-bis-trifluorometh^ 

methyl-3,4-dihydn>2H-quinoline-1 -carboxylic acid 2,2,2-trifluoro-ethylester; 

[2R,4S]4-[(3 l 5-bis-triflijraromethyl-ben2yl)-methoxyca* 

methyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid propyl ester, j 

[2R,4S] 4~[(3,5-bis-trifIuoromethy^ 

methyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid tert-butyl ester; 

[2R,4S]4-K3,5-bls-trifluoromethyl-benzyl)-methoxycarbonyl-am 

trifluoromethoxy-3 f 4-dihydro-2H-quinoline-1 -carboxylic acid ethyl ester, 

[2R.4S] (3,5-bis-trifluorometh^be 

tetrahydno-quinolin-4-yl)-carbamic add methyl ester; 

[2R.4S] (3,5-bis-trifluoromethy!^ ,2,3,4- 
tetrahydno-quinolin-4-yl)-carbamic acid methyl ester, 

[2R.4S] (3 t 5-bis-trifluoromethyl-benzyl)-[1 -(2-ethyl-butyI)-6 l 7-dimethoxy-2-methyl- 
1 f 2 f 3,4-tetrahydro-quinolin-4-yI]-carbamic add methyl ester, hydrochloride; 



[2R,4S] 4-[(3,5-Bis-trifluoromett^ 

7-trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic add ethyl ester; 

[2R,4S] 4-[(3 f 5-Bis-trffluorome^ 

3,4-dihydro-2H-quino!ine-1 -carboxylic acid ethyl ester; 

[2R.4S] 4-[(3,5-Bis-trifluoromethy^ 

3,4-dihydro-2H-quinofine-1-carboxyliaadd ethyl ester; 

[2R l 4S]4-[(3,5-Bis-trifluoromethyl-benzyl)-methoxycarbonyl-a 
dihydro-2H-quinoline-1-carboxylic add ethyl ester 
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[2R,4S] 4-[(3,5-Bis-trifluoromethyl^ 

3,4-dihydro2H-quinoline-1 -carboxylic acid ethyl ester; 

[2R,4S]4-[(3,5-Bis-trif)uoromethyl-ben^ 

3,4-dihydro-2H-quinoline-1 -carboxylic ackJ ethyl ester; 

[2R.4S] 4-[(3,5-Bis4rifluorometh^ 

trifluoromethyl-3 f 4-dihydro-2H-quino!ine-1 -carboxylic acid ethyl ester; 

[2R.4S] 44(3 l 5-bis-trifluoromethyl-^^ 6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid isopropyl ester, 



[2R, 4S] 4-[(3,5-bis-trifluoromethyl-benzyl^ 

2,3,4,6 ,7,8-hexahydro-cydopenta[g]quinoline-1 -carboxylic acid ethyl ester, 

[6R, 8S] 8-[(3,5-bis-trffluoromethy!-benz^ 

tetrahydro-1 H-2-thia-5-aza-<yclopenta[b]naphthalene-5-carboxylic acid 
ethylester; 

[6R, 8S] 8-[(3,5-bis-trifluoromethyl-benzyl^^ 

tetrahydro-2H-furo[2,3-g]quinoline-5-carboxylic acid ethyl ester; / 

[2R,4S] 4-[(3,5-bis^uoromethyl-ben2^^ 

tetrahydro-2H-furo[3,4-g]quinoline-1 -carboxylic acid ethyl ester; 

? [2R,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-am^ 

hexahydro-2H-benzo[g]quinoline-1 -carboxylic acid propyl ester, 

[7R,9S]9-[(3 f 5-bis-trifIuoromethyl-benzyl)-methoxycarbonyl-aminop-me 

hexahydro-6-aza-cyclopenta[a]naphthalene-6-carboxylic acid ethyl ester; 

[6S.8R] 6-[(3,5-bis-trifluoromethyl-benzyl)-methoxyrart)onyl-amino]-8- 

methyl-1,2,3,6,7,8-hexahydro-9-a2a-cyclopenta[a]naphthalene-9- 
carboxylic acid ethyl ester, 



[2S,4S] 4-[(3,5-bis-trifluorome%I-ben^ 

isopropyl-6-trifluorcMTiethyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid 
isopropyl ester; 

[2S.4S] 4-{(3,5-bis-trifluoromethyl-te 

cydopropyl-3 f 4-dihydro-2H-quino!ine-lHMrboxylic acid isopropyl ester, 

[2S,4S] 2-Gyclopropyl-4-[(3,5-dic^oro-benzyl)-methoxycarbonyl-am 
3,4-dihydro-2H-quinoline-1 -carboxylic acid isopropyl ester; 

[2S,4S] 4-[(3,5-bis4rifIuoromethyl-^ 

trifluoromethyl-3,4-dihydro-2H-quinoiine-1-carboxylic add tert-butyl ester; 
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[2R,4R] 4-[(3,5-bis-trffluorome%l-ber^ 

methoxyrarix>nyl-amino]-2-cydopropyl-64ri^^ 
quinaIine-1-carboxylic add isopropyl ester; 

[2S.4S] 4-[(3,54)is-frifluoro 

trifluorDmethyI-3,4Klihydro-2H-quinoline-1-carboxylic add isopropyl ester, 

[2S.4S] 4-[(3,54)is-trifluoro 

trifluoromethyl-S^KJihydr^H-quinoline-l-cartoxylic add isopropyl ester, 

[2R,4S14-[(3,5-bis-trifIuorome%l-ben^ 

trifluoromethyl-3 f 4-dihydro-2H-quinoline-1-carboxylic add isopropyl ester, 

[2S.4S] 4-[(3,5-bis-trifluoromethy^ 

trifluoromethyl-3 f 4-dihydro-2H-quinoline-1-cartoxy1ic add isopropyl ester, 

[2R.4S] 4-[(3,5-bis-trifluoromethyl^ 

trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic add 2-hydroxy-ethyl ester; 

{2S.4S] 4-[(3,5-bis-trifluoromethyl-b^ 

trifluoromethyl-3,4Klihydro-2H-quinoline-1-carboxylic add ethyl ester; 

[2R,4S] 4-[(3,5-bis-trifluorome 

trifluoromethyK3,4-dihydro-2H-quinoline-1-carboxylic add ethyl ester; 

[2S.4S] ^[(3,5-bis-trifluoronrethyl-benz^ 

trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic add propyl ester; 

[2R,4S] 4-[(3,5-Ws-trifluorb 

trifluoromethyl-S^ihydr^H-quinoline-l-carboxylic add propyl ester. 



[2S,4S] 4-[(3,5-bis-trifluoromethyl^ 

S^ihyd^H-quinoline-l-carboxylic acid isopropyl ester; 

[2S.4S] 4-[(3,5-bis4rifluoromethyl-ber^ 

} 3 t 4-dihydro-2H-quinoline-1 -carboxylic add propyl ester; 

[2S,4S] 4-[acetyl-(3,5-Ws-trifluoromett^ 

3,4-dihydro-2H-quinoline-1-carboxylic add tert-butyl ester; 

12R.4S] 4-[acetyl-(3,5-bis-trifluoro 

dihydn>2H-quinoline-1 -carboxylic add isopropyl ester; 

[2R.4S] 4-[acetyl-(3,5-bis-trffluorome 

dihydro-2H-quinoline-1 -carboxylic add ethyl ester, . 

[2S f 4S] 4-[1 -(3,5-bis-trifluoromethyl-benzyl)-u^^ 

dihydro-2H-quinoline-1 -carboxylic add isopropyl ester; 
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PR^^IacetyKS.S-bis-tiifluoromett^^ 

dihydro-2H-quinoline-1 -carboxylic acid ethyl ester, 
[2S t 4S] 4-[acetyK3 f 5-bis-Mfluoro 

trifluoir>methyl-3,4-dihydr^ acid isopropyl ester, 

[2S.4S] 4-[acetyK3,5-bis-trifluoromethyl-benzyl^ 

3,4-dihydro-2H-quinoline-1 -carboxylic add propyl ester, 

[2S.4S] 44acetyK3,5-bis-triflu^^ 

3 l 4-dihydro-2H-quinoIine-1 -carboxylic add ethyl ester, 

[2R.4SJ 4-[(3 f 5-bis-trifluoromethyl-benz^ 

dihydro-2H-quinoline-1 -carboxylic acid isopropyl ester, 

[2R.4S] 4-[(3,5-bis-trffluoromethyl-ben2y0^^^ 

dihydro-2H-quinoline-1 -carboxylic add ethyl ester; 

[2S,4S] 4-[acetyK3,5-bis-trifluoromethyl-ben2yI)^r™ 

3,4-dihydro-2H-quinoline-1 -carboxylic add isopropyl ester, 

[2R,4S] 4-[(3,5-bis-trifluoromethy^ 

dihydro-2H-quinoline-1 -carboxylic acid ethyl ester; 

[2S.4S] 4-[(3,5-bis-trifluoromethy!-be 

3,4-dihydro-2H-quinoline-1 -carboxylic add ethyl ester; 

[2R.4S] 4-[(3,5-bis-trifluorometh^^ 

dihydro-2H-quinoline-1 -carboxylic add isopropyl ester, 

[2R,4S] 4-[acetyl-(3,5-bis-trffl^ 

dihydro-2H-quinoiine-1 -carboxylic add isopropyl ester. 



2-cydopentyi-4-(4-fluorophenyl^ 
tetrahydro-1 H-quinolin-5-one; 

2-cydopentyI-4-(4-fIuorophen^ 
6H-quinolin-5-one; 

[2-cydopentyl^4-fluorophenyl)-5-hydro^ 
(4-trifluoramethylphen^)-methanone; 

[5-(t-butyldimethylsilanyloxy)-2-cydopentyl-4-(4-fluoropheny^ 
tetrahydroquinolin^yl]-^ 

[5-(t-butyldimethylsiIanyloxy>2-^^ 
tetrahydroquinolin-3-ylH4^ 
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5-(t-butyldimethylsilanyloxy)-2-cydopentyl-4-(4-fluorophenyl)-3-Ifluoro-(4- 

trifluoromethylphenyl)-methyq-7J-dimethyl-5,6 1 7 1 8-tetrahydroquinoline; 

2-cydopentyl-4-(4-fluorophenyM^ 
5,6,7,8-tetrahydroquinolin-&K)l; 



2,4-dihydro^(3-methoxyphenyl)-5-tridec^-3H-1,2,4-tria2ole-3-thione; 
2,4-dihydro-4-(2-fluorophenyl)-5-tridecyl-3H-1,2,4-triazole-3-thione; 
2,4-dihydro-4-(2-methylphenyl)-5-tridecyl-3H-1 ,2,4-triazole-3-thione; 
2,4^ihydro-4-(3-ch!orophenyl)-5-tridecyl-3H-1,2,4-tria2ole-3-thione; 
2, 4-dihydro-4-(2-methoxyphenyl)-S-tridecyl-3H-1 ,2,4-triazole-3-thione; 
2,4-dihydro-4-(3-me%lphenyl)-5-tridecyl-3H-1,2 I 4-tria2ole-3-thione; 
4-cyclohexyl-2,4-dihydro-5-tridecyI-3H-1,2 l 4-tria2ole-3-thione; 
2,4-dihydro4-(3-pyridyl)-5-tridecyl-3H-1 > 2,4-tria20le-3-thione; 

2,4-dihydro-4-{2-ethoxyphenyl)-6-tridecyl-3H-1,2,4-triazo!e-3-thione; 
2,4-dihydro-4^2,Wimethylphen^ 

2,4-dihydro-4-(4-phenoxyphenyl)-5-tridecyl-3H-1 ,2,4-triazole- 3-thione; 

4-(1 ,3-benzodioxol-5-yl)-2,4-dihydro-5-tridecyl-3H-1 ,2,4- triazole-3-thione; 

4-{2-chtorophenyl)-2 l 4-dihydro-5-tridecyl-3H-1,2,4-triazole-3-thione; 

2,4-dihydro-4-(4-methoxyphenyl)-5-tridecyl-3H-1,2,4-triazole-3-thione; 
2,4-dihydro-5-tridecyl-4-(3-trifl^ 

2,4-dihydro-&-tridecy!-4-(3-fluorophenyl)-3H-1,2,4-triazole-3-thione; 

4-(3-chloro-4-methylphenyl)-2.4-dihydro-5-tridecyl-3H-1.2,4-tria^ 
2,4^ihydrb-4-{2-rnethyIth^ 

^benzyloxyphenyt^.+Klihydro-S-tridecyl-SH-l ,2,4-triazole-3-thione; 
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2Adihydro-4-(2-naphthyl)-5-tri^^ 

2 f 4-dihydro-5-tridecyl^(4-trIfluoromethylphenyl)-3H 

2 > 4-dihydro~4-(1-naphthyl)-5^ 

2/Wihydro-4-(3-me%lthiophenyl)-M^ 

2/4~dihydro-4-(4-methytthiophen^ 

2,4-dihydro4-(3 l 4Kiinr^ 

2/4KJihydro-4^2,5-dimethoxyphen^ 

2,4-dihydro-4-(2-metho^ 

4-(4-aminosulfonylphenyl)-2/Wto^^ 

2,4-dihydro-5-dodecyl^(3-methox^ 

2 f 4-dihydix>4-(3-methoxyphenyl)-5-tetradecyl-3H-1^ 

2,4-dihydrch4-(3-methoxyphenyl)-5-undecyl-3H-1 1 2 f 4-triazole 

2,4-dihydro-(4-methoxyphenyl)-5-pen^ 

2-cydopentyl-5-hydroxy-7J-dimethyM^ 
tetrahydroquinoline; 

2-cydopentyl-3-[fiuoro-(4-trffi^^ 

thienyl)-5 f 6,7 f 8-tetrahydroquinoline; 

2-cydopentyl-5-hydroxy-7^ 
tetrahydroquinoline. 



4,6-bis-(p-fluorophenyl)-2-isc^ 
hydroxyethyl)pyridine; 

2,4-bis-(4-fluorophenyl)^isopfTopyl-5-[4-(trifluoromethylph 
hydroxymethyl)pyridine; 

2Abis-(4-fluorophenyl}-6-isopropyl-5-[2-(3-trifluoromethylph 
hydroxymethyl)pyridine; 
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N f N4drthiodi-2J-phenylene)bis[2,2^imethyli3ropanarnide]; 
N f NHdrthiadh2,1-phenylen^ 
N,N^dithiodi-2,1-phenylene)bis[1-(3-nrre^ 
N,N4dithiodi-2>phenylene)bis[1-(^^ 

N t N'-(dithicxii-2J-phenyiene)bis[1-(2-ethylbutyl)-cycIohexaneca^ 
N.NMdtthiod^l-phe^ 

propanethioic acid, 2-methyl- l S-[2[[[1-(2^thylbutyl)(ydohexy0carbony0amino]pheny0 
ester; 

propanethioic add, 2,2<limethyh S-[2-[H1-(2- 
ethylbutyl)cydohexyOcart>onyOamino]phenyG esten and 

ethanethioic add, S-[2-[[[1 -{2-ethylbutyl)cydohexyl]cartx)nyl]amino]phenyl] ester. 

10. A composition comprising: 

a compound which is [2R.4S] 4-[(3,5-bis-trifluorom 
amino]-2-ethyl-6-trifto add ethyl ester; or a 

compound which is [2R.4S] 4-[acetyK3,5-bis-trifl^ 

trifluoromethyf-3 t 4-cHhydrD-2H^uinoline-1-cartx)x^ add isopropyl ester, or a compound 
which is [2R, 4S] 4-[(3,5-Bis-Wfluoromethyhbenzyl)^ 
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylicadd isopropyl ester, 
a cosolvent; 

a high HLB surfactant; I 
a low HLB surfactant; and \ 
optionally, a digestible oil. 

1 1 . A composition as daimed in claim 10, wherein 

said cosolvent comprises triacetin or ethyl lactate; 

said high HLB surfactant comprises polysorbate 80 or a polyethylene 
hydrogenated castor oil; 

said low HLB surfactant comprises a mixture of mono- and diglycerides of capric 
and caprylic adds; 
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said digestible oil comprises a medium chain triglyceride, wherein each of the 
three hydrocarbon chains therein is C6-C1 2. \ 

12. A composition as claimed in claim 1 1 , which comprises, by weight 

5 -25% of said CETP inhibitor; 
10-25% of sajd digestible oil; 
20-35% of said cosolvent 
10-35% of said high HLB surfactant; and 
10-35% of said low HLB surfactant; 

13. A composition as claimed in claim 10, which comprises, by weight: 

8-12% of [2R.4S] 4-[(3,5-bis-trifluorometoyl-benzy^ 
ethy!-6-trifluoromethyl-3 f 4^ acid ethyl ester 

10-20% of said digestible oil; 
25-35% of said cosolvent which is triacetin: 
10-30% of said high HUB surfactant which is polysorbate 80; and 
1 5-35% of said low HLB surfactant. 

14. A composition as claimed in claim 10, which comprises, by weight: 

8-25% of [2R, 4S] 4-[(3,5-Bis4rifluoromethyl-ben 
ethyl-6-trifluoromethyW,4^ acid isopropyl ester, 

10-25% of digestible oil; 

20-35% of said cosolvent which comprises triacetin; 
10-30% of said high HLB surfactant which comprises polysorbate 80; and 
15-35% of said low HLB surfactant which comprises a mixture of medium chain 
mono- and di-glycerides. 

15. A composition as claimed in claim 43, which comprises, by weight 

8-12% of [2R,4S] 44acetyi-(3 f 5-bis-tiifluorom 
trifluorome%l-3 t 4-dihydro-2H-quinoIine-1-carboxylic acid isopropyl ester, 
10-20% of said digestible oil; 
25-35% of said cosolvent which comprises triacetin; 



WO 03/000295 



PCT/IB02/01571 



-205- 

10-30% of said high HLB surfactant which comprises a polyethylene (40) 
hydrogenated castor oil; 

15-35% of said low HLB surfactant which comprises a mixture of medium chain 
mono- and di-glycerides. 



